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Abstract

In this thesis, we have investigated the efficiency of profile likelihood in
the estimation of parameters from the Cox Proportional Hazards (PH) cure
model and joint model of longitudinal and survival data. For the profile
likelihood approach in the joint model of longitudinal and survival data,
Hsieh et al. (2006) stated “No distributional or asymptotic theory is avail-
able to date, and even the standard errors (SEs), defined as the standard
deviations of the parametric estimators, are difficult to obtain”. The reason
behind this difficulty is the estimator of baseline hazard which involves im-
plicit function in the profile likelihood estimation (Hirose and Liu, 2020).
Hence finding the estimated SE of the parametric estimators from the Cox
PH cure model and joint model using profile likelihood approach is a great
challenge. Therefore, bootstrap method has been suggested to get the esti-
mated standard errors while using the profile likelihood approach (Hsieh
et al., 2006).

To solve the difficulty, we have expanded the profile likelihood func-
tion directly without assuming the derivative of the profile likelihood score
function and obtain the explicit form of the SE estimator using the profile
likelihood score function. Our proposed alternative approach gives us not
only analytical understanding of the profile likelihood estimation, but also
provides closed form formula to compute the standard error of the pro-
tile likelihood maximum likelihood estimator in terms of profile likelihood

score function. To show the advantage of our proposed approach in medi-

\Y%
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cal and clinical studies, we have analysed the simulated and real-life data,
and compared our results with the output obtained from the smcure, J]M
(method: "Cox-PH-GH’) and joineRML R-packages. The outputs suggest
that the bootstrap method and our proposed approach have provided sim-
ilar and comparable results. In addition, the average computation times of

our approach are much less compared to the above mentioned R-packages.
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Chapter 1

Introduction

1.1 Survival Data

Survival data or time-to-event data refer times to occur an event of interest
such as time to failure of a machine or time to infection of a disease (Yu,
2018). In most of the medical or clinical studies, it is seen that the event of
interest is only observed for a proportion of individuals and for others, the
event time is unobserved i.e., event time is greater than the last available
follow-up time. This phenomenon is considered as censoring which is very

common in survival data (Kleinbaum and Klein, 2011; Sullivan, 2012).

Survival analysis (deals with time-to-event data which can be days, weeks,
months or years from the beginning of follow-up of the individuals) is a
statistical method widely used in medical literature that explores the time
period from a certain point until the occurrence of the event of interest (Alli-
son, 2010; Bewick et al., 2004; Cox and Oakes, 1984; Putter et al., 2007; South-
ern et al., 2006). In medical setup, an event may be death, occurrence of
disease, relapse from remission or any destined experience of interest that
may occur to a subject (Andersen and Keiding, 2006; Keiding, 2007; Law-
less, 2003).
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For example, we can consider lung cancer data from the North Central
Cancer Treatment Group (NCTTG) where the event of interest is the death of
a patient. This data contain survival times (times to deaths) of patients with
advanced lung cancer (Loprinzi et al., 1994). Figure 1.1 shows the survival
times of five randomly selected patients where event occurred for three pa-
tients and the rest are censored. Moreover, the histogram of all observed
survival times are provided to show the distribution of observed survival

times (Yu, 2018).

Figure 1.1: Survival times of randomly selected patients from NCTTG data
(left side) and histogram of observed survival times for all patients (right
side)

Survival times with censoring Histogram of observed survival times

o
=3

o |
™

= &
Q - 58]
5 ° oz 8§
o o
N ——e w
O censored o _|
- ® dead -
o — (=
T T T T T I 1 T T |
100 200 300 400 500 0 200 400 600 800
survival time (in days) survival time (in days)

In regression models for survival analysis, we are interested in mod-
elling and determining the relationship between survival time and covari-
ates. We know that the parameters in parametric and non-parametric mod-
els are defined in the finite-dimensional and infinite-dimensional space re-
spectively. However, the semi-parametric models are widely used in sur-
vival analysis as they contain both finite dimensional and infinite dimen-

sional parameters (Andersen and Keiding, 2006).
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1.2 Cox Proportional Hazards (PH) model

In classical survival analysis, Cox PH model is very popular semi para-
metric model which has attracted attention for decades (Fox and Weisberg,
2018). In Cox PH model, the baseline hazard is an unknown function of sur-
vival time (infinite dimensional parameter) and the regression coefficient is
an unknown vector (finite dimensional parameter). The Cox PH model can

be expressed as

At|Z) = At)e??, (1.1)

where Z = (Z;,...,Z,) represents a set of covariates and 5 = (f,...,5,)
is a vector of unknown regression coefficients. This model gives an expres-
sion for the hazard at time ¢ for an individual with a given set of explanatory
variables denoted by the Z. Moreover, the baseline hazard function, A(¢) is
unspecified which implies that the distribution of lifetime random variable
is unknown. To estimate the regression parameters, Cox (1972) proposed
a partial likelihood approach to avoid the estimation of A(t) (Ahmed et al.,
2007; Lewis, 2016). Cox PH model assumes that the hazards ratio is con-
stant over time (Bewick et al., 2004), therefore, it is important to check the
proportional hazard assumption (Persson, 2002). More details on Cox PH

model are given in Chapter-4.

1.3 Profile Likelihood Approach

Profile likelihood estimation technique is a familiar methodology in the
presence of an infinite-dimensional nuisance parameter. Moreover, this ap-
proach is very popular because of reducing the infinite-dimensional estima-
tion problem to a finite-dimensional one (Murphy and Van der Vaart, 2000).
For example, semi-parametric maximum likelihood estimator (MLE) from
different case control studies have been studied using the profile likelihood
approach (Scott and Wild, 1997, 2001).
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From equation (1.1), apart from the Cox PH partial likelihood, the regres-
sion parameters can also be estimated through profile likelihood where we
profile out the baseline hazard A(¢) using non-parametric maximum likeli-
hood estimator (NPMLE) approach. Let us assume A(t) has (possible) non-

zero values on the observed time t;:

and A(t) = 0 for the rest of time (Murphy and Van der Vaart, 2000). Under
this assumption, the cumulative baseline hazard function, A(t) = fot A(s)ds
is replaced with the following sum which considers the step function with

jumps at all event times
A(t) =) Ni{t; <t}
=1

Suppose [ is fixed but A can vary, so we can estimate A by maximizing

the log-likelihood function {(3, A) with respect to A as

Ag = arg max, [(3,A),

where Az depends on . Then we plugged As in I(3,A) and constuct the

profile log-likelihood function I(, Az) and maximize it with respect to 3 as

A

B = arg max 13, M),

where we profiled out A. More details on profile likelihood are provided in
Chapter-3.

1.4 Cure Model

Although the Cox PH model is well developed for exploring time-to-event

data, there are complex situations where the model is not appropriate for
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instance a situation where a fraction of subjects do not experience the event
of interest. These subjects are considered as cured due to their infinite sur-
vival/ event times (Amico and Van Keilegom, 2018). The cure fraction is
incorporated in statistical models to analyse the effect of a treatment on the
event of interest (Robinson, 2014). Survival models taking this feature are
referred as cure models. Therefore, if only a subset of population is expected
to experience the event of interest, then the cure model is more realistic and
appropriate to use compared to the Cox PH model due to separate mod-

elling of the probability of cure and the time to the event.

Cure models are widely used in medical studies where the main interest
is in the time until the recurrence of a specific disease and it is possible that
some individuals will never suffer a relapse of a given disease and therefore
they are considered to be cured. From this point of view, we can say that the
population is a mixture of two subpopulations: (1) cured individuals and

(2) susceptible or uncured individuals (Patilea and Van Keilegom, 2017).

The works of Peng et al. (2007); Sy and Taylor (2000); Withers et al. (1995)
have provided an example of head and neck cancer study where the mixture
cure model has been illustrated beautifully. In this study, radiation therapy
was used as a treatment for the patients with localized disease of the tonsil.
The aim of the radiation therapy was to kill the cancerous cells within the
tumour. Moreover, the event or the endpoint of this study was recurrence
of the cancer within the tonsil region. It is well known that the majority of
local recurrences (for tonsil cancer) occur within three years and rarely after
five years. Therefore, after five years of follow-up, patients can be referred
as locally cured. This is an ideal situation of mixture model where patients
can be thought as cured or uncured at the beginning of the study by the
treatment. However, the cure or uncure status can not be observed at the

beginning of the study and possible to reveal itself later.
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The mixture cure model was first proposed to analyze survival data
with a cured fraction because of its easy-to-use mixture model structure
(Boag, 1949). Moreover, it is popular for its appealing interpretation and
the ease of generalization to more complex situations using parametric ap-
proaches (Berkson and Gage, 1952; Boag, 1949; Haybittle, 1965). The works
of Berkson and Gage (1952); Boag (1949); Haybittle (1965) have used the
log-normal and exponential models for the survival function of uncured
subjects whereas incidence was modelled as a constant. Farewell (1977)
showed that in the presence of covariates, the probability of cured subjects
can be modelled by assuming a logistic model. Later Farewell (1982) used

weibull distribution for the survival function of the uncured subjects.

1.4.1 Cox PH Cure Model

Kuk and Chen (1992) first proposed the Cox PH cure model as a semipara-
metric generalization of Farewell’s model (Farewell, 1982) where a combi-
nation of Cox PH model and logistic regression has been used to study the
survival times of uncured subjects and cure rate respectively. We know that
the population is a mixture of cured and uncured subjects in the Cox PH
cure model where the information on cure status are unobserved. There-
fore, Expectation Maximization (EM) algorithm has been used to estimate

the parameters due to treating cure status as missing data.

In this mixture model, the Cox PH partial likelihood approach devel-
oped by Cox (1972) is no longer valid to estimate the regression parame-
ters because it is not difficult to see that a mixture of PH functions is no
longer proportional (Amico and Van Keilegom, 2018; Cai, 2013; Sy and Tay-
lor, 2000). Therefore, one of the possible solutions is to incorporate profile
likelihood approach based on Breslow’s estimator (Breslow, 1972) in the Cox

PH cure model to estimate the parameters (Klein, 1992; Sy and Taylor, 2000,
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2001). We can see the application of Cox PH cure model in various disci-

plines such as biology, clinical trials, genetic engineering etc. More details

on Cox PH cure model have provided in Chapter-5.

For example, we can consider the Eastern Cooperative Oncology Group
(ECOG) phase III clinical trial data which has been used in the works of
Chen et al. (1999, 2002); Corbiere and Joly (2007); Ibrahim et al. (2001); Kirk-
wood et al. (1996). The purpose of the study was to investigate the ef-
fects of high dose interferon alpha-2b (IFN) regimen against the placebo
as the postoperative adjuvant therapy. In this study, observed relapse-free-
survival (RFS) time has defined as failure time (in years) and the recurrence

of melanoma has defined as the event of interest.

Figure 1.2: Survival curves of RFS for IFN treatment and placebo group
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From Figure-1.2, we can see that the estimated RFS curves for IFN treat-
ment and placebo groups where the survival probability of patients from
the IFN group is higher compared to the placebo group. From the figure, it
is observed that the curves for both IFN and placebo groups level off at a
value substantially greater than zero after about 8 years. Therefore, it can be
concluded that some patients didn’t experience the recurrence of melanoma
due to the presence of cured patients in both IFN and placebo group. So for
this example, Cox PH cure model is more appropriate (compared to Cox PH
model) to estimate the probability of recurrence of melanoma as well as the

time to recurrence of melanoma.

1.5 Longitudinal Data

Longitudinal data refer to measurements on variables that are collected re-
peatedly over time from a group of subjects (Rizopoulos, 2012; Yu, 2018).
In medical or clinical studies, longitudinal data play a prominent role to
understand the development and persistent of disease. By measuring the
subjects repeatedly throughout the duration of the study, longitudinal data
permit the direct assessment of changes in the response variable over time
which is a distinguish feature of longitudinal studies (Rizopoulos, 2012).
When patients are randomly assigned to take different drugs/ treatments
at the beginning of a longitudinal study and followed over time, we can in-
vestigate both (1) cross-sectional effect (how treatment means differ at the
end of the study) and (2) longitudinal effect (how treatment means change

over time) .

As an example of longitudinal study, we can consider Acquired Immune
Deficiency Syndrome (AIDS) data where CD4 (a type of immune cell that
protects a person’s immune system) is measured repeatedly to monitor dis-

ease progression of Human Immunodeficiency Virus (HIV) infected patient
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Figure 1.3: CD4 trajectories of 70 randomly selected subjects
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(Abrams et al., 1994). The reason for measuring CD4 repeatedly is that when
a person is infected by the HIV, it attacks the immune system by reducing

the CD4 cells which is one of the possible reasons for developing AIDS.

Figure 1.3 shows the longitudinal trajectories of CD4 counts of 70 ran-
domly selected HIV-infected subjects from AIDS data. From Figure 1.3, we
can see a large variation between measurements across individuals and dif-

ferent number of repeated measurements across individuals.

1.6 Joint Model of Longitudinal and Survival Data

In biomedical research and clinical studies, joint modelling technique is fre-

quently used to model longitudinal and time-to-event outcomes simulta-
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neously (Wulfsohn and Tsiatis, 1997). The main goal of the joint model is
to study the effect of longitudinal covariates on the survival outcome. The
widely used example of joint model is HIV study where infected patients
are monitored until developing AIDS or death (Brown et al., 2005; Faucett
et al., 2002; Wulfsohn and Tsiatis, 1997). Moreover, the condition of the in-
fected patients immune system are regularly monitored using biomedical
markers such as CD4 lymphocyte count or the estimated viral load (Guo
and Carlin, 2004; Wu et al., 2012; Wulfsohn and Tsiatis, 1997). Similar exam-
ple of joint model can be found in cancer studies where death or metastasis
is the survival outcome (Pauler and Finkelstein, 2002; Proust-Lima and Tay-
lor, 2009).

In cancer studies, patients need to provide repeated measurements of
antibody levels or of other biomedical markers of carcinogenesis such as
Prostate Specific Antigen (PSA) measurements for prostate cancer (Pauler
and Finkelstein, 2002). In clinical trials, one important example of longitudi-
nal study is Alzheimer’s disease where height, weight, blood pressure mea-
surements are repeatedly collected to determine disease aetiology (Yang and
Gao, 2013). Even cardiovascular disease patients need to regularly monitor
their blood pressure at regular intervals to ensure health safety (Rothwell
et al., 2010).

In the above situations, separate modelling of longitudinal and time-to-
event outcomes are inappropriate to discover potential disease mechanisms
(Yang, 2014). We know that linear mixed effects (LME) models are well-
known methods to analyse longitudinal data based on maximum and re-
stricted maximum likelihood approach (Laird and Ware, 1982), where longi-
tudinal measurements can be both discrete and continuous (Salkind, 2008).
In addition, generalized estimating equations (GEE) used in marginal and

transitional models are very popular as well for analysing longitudinal data
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(Liang and Zeger, 1986). On the other hand, Cox PH model is commonly

used semi-parametric model for analysing survival data (Cox, 1972).

The association between longitudinal and survival outcomes is ignored
while analysing separately (Terrera et al., 2011). Therefore, to identify the
potential relationships between the longitudinal measures and event out-
come, an alternative framework has been introduced known as joint model
of longitudinal and survival data where primary interest is to couple the
survival model with a suitable model for the longitudinal measurements
(Faucett and Thomas, 1996; Henderson et al., 2000; Rizopoulos, 2012; Tsi-
atis and Davidian, 2001; Wulfsohn and Tsiatis, 1997). In summary, the joint
model is used to incorporate the association or correlation between lon-
gitudinal and survival outcomes (De Gruttola and Tu, 1994; Faucett and
Thomas, 1996; Guo and Carlin, 2004; lavalley and Deguttola, 1996; Pawitan
and Self, 1993; Taylor et al., 1994; Tsiatis et al., 1995; Wulfsohn and Tsiatis,
1997). More details on joint model of longitudinal and survival data are

provided in Chapter-7.

1.7 Motivation of the Research

In this thesis, we have shown asymptotic normality of the maximum profile
likelihood estimator (profile likelihood MLE) in the Cox PH cure model and
joint model of longitudinal and survival data with EM-algorithm. More-
over, we have derived the expressions for the standard error of the estima-

tors based on the profile likelihood score function.

While using the profile likelihood approach in the joint model of longi-
tudinal and survival data, we profile out the baseline hazard function by
plugging in the estimator of the hazard function in the likelihood function.

However, the key problem is the estimator of the baseline hazard which is
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an implicit function [Rizopoulos (2012); page-67]. For the joint model of lon-
gitudinal and survival data, Hsieh et al. (2006) stated “No distributional or
asymptotic theory is available to date, and even the standard errors (SEs),
defined as the standard deviations of the parametric estimators, are difficult
to obtain”. Similar kind of problem exists for the Cox PH cure model as well.
Therefore, in this research, we have considered the Cox PH cure model and
the joint model of longitudinal and survival data where the common diffi-

culty is both of them are dealing with an implicit function.

Murphy and Van der Vaart (2000) proposed a solution to the implicit
function problem in the profile likelihood estimation. They have used an
‘approximate least favorable submodel” as a mathematical device to show
the asymptotic normality of profile likelihood estimator, however they didn’t
express any analytical formula to calculate the estimated standard error of
estimators. Therefore, they have used the numerical approximation to show
asymptotic variance of the estimator as the inverse of the information ma-
trix. According to the Corollary 3 of Murphy and Van der Vaart (2000), if
pl,,(8) is the profile log-likelihood function for 6, then the (p, ¢)th element of

the information matrix of § can be estimated as

—5_2{pln(é +enep+eney) — Dl (é +enep —Eney) — pln(é —Enep+Enky) +pln(é)},
(1.2)
where, ¢,, is a constant of order n~'/2. Moreover, e, nd e, are the pth nd ¢gth

canonical vectors respectively.

In the Cox PH cure model, a non-parametric maximum likelihood ap-
proach along with EM algorithm has been used for the estimation procedure
(Lu, 2008; Peng and Dear, 2000; Sy and Taylor, 2000, 2001). Sy and Taylor
(2000, 2001) have used the profile approach along with EM algorithm to esti-
mate the MLE of the parameters, however, for the standard error estimation,

baseline hazard function has been treated as a finite dimensional parameter.
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As a result, they have considered the Cox PH cure model as finite dimen-
sional parametric model and calculate the observed information using the
Hessian matrix. On the other hand, Lu (2008) has used the equation (1.2)
to get the information matrix. Though the works of Peng and Dear (2000);
Sy and Taylor (2000, 2001) were largely relied on the EM algorithm for MLE
computation, however, the large sample properties of the estimators for the
Cox PH cure model remain to be established. Fang et al. (2005) studied the
theoretical properties of the estimators under Cox PH cure model, however,

they didn’t use the profile likelihood approach.

The profile likelihood approach has also been used in the estimation of
parameters from the joint model of longitudinal and survival data. Due to
the presence of random effects in the joint model of longitudinal and sur-
vival data, Cox PH partial likelihood can no longer be used to estimate
the parameters. Therefore, as a possible solution, Wulfsohn and Tsiatis
(1997) have proposed the profile approach in the joint model of longitudinal
and survival data. Later based on the work of Murphy and Van der Vaart
(2000), a non-parametric maximum likelihood estimator of the baseline haz-
ard function has been considered i.e., baseline hazard function replaced by a
step function with jumps at the event time points in the joint model of longi-
tudinal and survival data (Hickey et al., 2018; Hsieh et al., 2006; Rizopoulos,
2012; Zeng et al., 2005). Under this situation, the estimator of baseline haz-

ard is an implicit function.

Zeng et al. (2005); Zeng and Lin (2007a, 2010) have adopted profile like-
lihood approach proposed by Wulfsohn and Tsiatis (1997) in the joint model
of longitudinal and survival data. However, dealing with the implicit func-
tion in the profile likelihood function has been avoided in the above men-
tioned joint model studies (Hirose and Liu, 2020). Zeng et al. (2005) showed

the asymptotic normality of the profile likelihood estimator using the equiv-
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alence between the maximum likelihood estimator and the profile likeli-
hood estimator. Then, for the estimation of the variance of the profile like-
lihood estimator, they used the method proposed by Murphy and Van der
Vaart (2000) given in the equation (1.2). These two papers represent mathe-
matical proofs of the asymptotic normality of the profile likelihood estima-
tor. There are many other papers following this line of approaches. How-
ever, they did not give an analytic method to calculate the information ma-
trix for the profile likelihood function. As a result there is a gap between

theoretical work and applied work in this area.

Based on the above discussions, we can say that it is difficult to find the
estimated standard error of the profile likelihood estimator from the Cox
PH cure model and joint model of longitudinal and survival data. Hence,
finding the asymptotic distributions of the estimators using profile likeli-
hood approach is a great challenge due to the presence of an implicit func-
tion (that appear in the profile likelihood estimation). Therefore, to get the
estimated standard errors from the models dealing with implicit function,
Hsieh et al. (2006) suggested to use bootstrap method (Efron and Tibshirani,
1994) while using the profile likelihood approach.

Our work aims to close the gap by proposing a new approach to show
the asymptotic normality of the profile likelihood estimator with implicit
function. This enables us to have a closed form expression for the standard
error of the profile likelihood estimator. The main idea of our approach is
to use the weak derivative. The score function for the profile likelihood
function may not be differentiable due to the existence of implicit function
in the profile likelihood score function. However, it is weakly differentiable

in a sense that

E[ﬁ{qb(én) - ¢<90)H = —E{qb(eo)cb’(eo)} {ﬁ(én - 90>} +op(1), (1.3)
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where 6, and 6, are the true value and MLE of 6, and ¢ is the profile
likelihood score function. One of the advantages of our proposed method-
ology is to show equation (1.3) when the score function is not differentiable.
Using this weak differentiability of the score function, we are able to show
the asymptotic normality of the profile likelihood estimator and get a closed
form expression for the information matrix. Therefore we can solve the the-
oretical challenge of the Cox PH cure model and the joint model of longitu-

dinal and survival data by using equation (1.3).

Our contribution is that we have expanded the profile log-likelihood
function and used the asymptotic expansion of profile likelihood function
to get the estimated SE of the profile likelihood MLE and obtain the explicit
form of the SE estimator using the profile likelihood score function. Our
proposed approach gives us not only analytical understanding of the pro-
file likelihood estimation process, but also provides closed form formula to
compute the standard errors of the profile likelihood MLE using the profile

likelihood score function.

In addition to the theoretical challenges, some R-packages have also
faced difficulties while calculating the standard errors from the profile like-
lihood approach. For example, Cai et al. (2012) developed a R package (sm-
cure) to fit the Cox PH cure model which has received much attention in
recent years (Peng and Taylor, 2014; Amico and Van Keilegom, 2018). This
package has adopted the Breslow’s estimator (Breslow, 1972) with EM algo-
rithm to estimate the regression coefficients. However, the standard errors
of the estimated parameters are not directly available due to the presence
of implicit function in the estimating equation. Hence, bootstrap samples
(Efron and Tibshirani, 1994) have been used in smcure R-package to calcu-

late the standard errors.
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In the case of the joint model of longitudinal and survival data, Rizopou-
los (2010) developed a R package (JM) where one of the method is "Cox-PH-
GH’ based on NPMLE of the baseline hazard function. In JM (method: "Cox-
PH-GH’) package, the score function has been calculated without differenti-
ating the implicit function within the log-likelihood function. Then forward
or central difference approximation (numerical derivative) has been used to
differentiate the score function (for the standard error estimation). How-
ever, the standard errors of the estimated parameters based on 'Cox-PH-
GH’ method can be underestimated while calculated from the score vec-
tor (Rizopoulos, 2012). Later, Hickey et al. (2018) have developed another
R-package (joineRML) to fit the joint model with multiple longitudinal re-
sponses. Similar to the smcure and JM (method: "Cox-PH-GH’") R-packages,
joineRML has also adopted the NPMLE of the baseline hazard function. In
addition, Monte Carlo EM (MCEM) algorithm and bootstrap process have
been considered for estimation procedure, where they have estimated the
tixed effect coefficients by ignoring the survival part from the estimation

process.

In summary, it can be said that all three above mentioned R-packages
have incorporated Breslow’s estimator for the baseline hazard and there-
fore, due to the presence of the implicit function in the profile likelihood
function, these R-packages have faced difficulty while calculating the stan-
dard errors directly. Hence smcure and joineRML R-packages use the boot-
strap method to compute the standard error in the profile likelihood esti-
mation which have theoretical advantages, but computationally expensive.
Moreover, bootstrap method may overestimate the standard errors (Hickey
et al., 2018; Hsieh et al., 2006; Xu and Zeger, 2001; Xu et al., 2014) whereas
the JM (method: "Cox-PH-GH’) R-package uses a improper profile score
function which gives underestimated standard error. None of these work

used the equation (1.2) for standard error calculation proposed by Murphy
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and Van der Vaart (2000).

To show the application of our proposed approach in biomedical and
clinical research, we have compared our results with the output obtained
from smcure R-package (for the Cox PH cure model) in Chapter 5 and with
the output obtained from JM (method: 'Cox-PH-GH’) and joineRML R-
packages (for the joint model of longitudinal and survival data) in Chapter
7. The simulation studies suggest that the estimated standard errors from
bootstrap samples and our approach are providing similar and comparable
results. In addition, in order to assess and compare the computational time
between our proposed approach and smcure, J]M (method: "Cox-PH-GH")
and joineRML R-packages, the average time elapsed to get the estimates of
the parameters and estimated standard errors have recorded. We observed
that the average computation times for our proposed approach are much
less compared to the smcure, JM (method: "Cox-PH-GH’) and joineRML
R-packages.

1.8 Research Objectives

The primary objectives of this research are as follows:

1. Expand the profile likelihood function directly to show the asymp-
totic normality of the profile likelihood estimators for the Cox PH cure
model and express the standard errors in terms of the profile likeli-

hood score function.

2. Perform simulation study to compare and contrast the smcure R-package
with our proposed approach by assessing parameter and standard er-

ror estimation.

3. Apply our proposed approach to the Eastern Cooperative Oncology
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Group data and compare with the output obtained from smcure R-

package.

. Use the asymptotic expansion of the profile likelihood function to get

the asymptotic normality of the profile likelihood estimators for the
joint model of longitudinal and survival data and obtain the explicit

form of SE estimators using the profile likelihood score function.

. Perform simulation study to compare and contrast the results of JM

(method: "Cox-PH-GH’) and joineRML R-packages with our proposed
approach.

. Apply our proposed approach to the AIDS and Primary biliary cir-

rhosis (PBC) datasets (extracted from JM R-package) and compare the
results with the output obtained from JM (method: ‘Cox-PH-GH’) and
joineRML R-packages.

1.9 Organization of the research

This thesis paper is organized in nine chapters:

Chapter-1 introduces a short definition of survival data, Cox PH model,

Profile likelihood approach, Cure model, Cox PH cure model, longitudinal

data, joint model of longitudinal and survival data, narration of the main

purposes of the study and highlight the primary objectives of the research.

Chapter-2 discusses briefly on estimation of a finite-dimensional param-

eter, estimation with a finite-dimensional nuisance parameter and estima-

tion with a infinite-dimensional nuisance parameter.

Chapter-3 explains the concept of profile likelihood with mathematical

notation and the literature on profile likelihood.
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Chapter-4 introduces the Cox PH model along with the likelihood func-
tion formulation procedure for parameter estimation, efficient score func-
tion for Cox PH model and the efficiency of profile likelihood in Cox PH

model.

Chapter-5 explains the Cox PH cure model, asymptotic normality of
the profile likelihood MLE with asymptotic variance, derivation of efficient
score function in the Cox PH cure model based on our proposed approach.
Moreover, for simulation study and real-life example, we have compared

our results with the output obtained from smcure R-package.

Chapter-6 explains the proofs of Theorems and Lemmas for the Cox PH

cure model.

Chapter-7 discusses the basic joint model of longitudinal and survival
data, asymptotic normality of the profile likelihood MLE with the standard
errors expressed in terms of profile likelihood score function, derivation of
efficient score function in the joint model based on our proposed approach.
Moreover, for simulation study and real-life example, our results have been
compared with the output obtained from JM (method: "Cox-PH-GH’) and
joineRML R-packages.

Chapter-8 explains the proofs of Theorems and Lemmas for the joint

Model of Longitudinal and Survival Data.

Chapter-9 concludes with a brief discussion.



20

CHAPTER 1. INTRODUCTION



Chapter 2

Asymptotic Normality of MLE

In this chapter, we are going to review the theory of MLE with finite dimen-
sional parameters. In addition, we are going to cover the estimation pro-
cess with finite and infinite dimensional nuisance parameters. To show the
asymptotic normality of MLE, we review the concept of the influence func-
tion and its relationship to the asymptotic variance of the estimator. The
references which have used in this chapter are Begun et al. (1983); Bickel
et al. (1993); Newey (1990); Tsiatis (2007).

2.1 Estimation of a Finite Dimensional Parameter

Let us consider a parametric model, P = {p(z;0) : § € © C R} with density
function p(x; ). So the log-likelihood function /(x; #) can be defined as

l(x;0) = logp(xs;0).
=1

Now the score function is defined as

0 l(x;0) "0 Zn
80 — 86 ng(x’w 6) — ¢<x 9)

We will get 6,, (which is the MLE of 6) by solving the equation
Z d(x:;0,) = 0.
i=1

21
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Lemma 2.1: The score function, ¢(z; ) has mean zero and variance, /(f);

ie.,

El¢(x;6)] = 0 and Var[p(x:6)] = 1(6),

where /(0) can be expressed as

116) = Blofe: )6/ (w36)] =~ | 1 6w50)

In order to prove the consistency and asymptotic normality of 6,, we need

to consider E[2;¢(x; 6)] be non-singular and the equation

5> oteit) L o)

holds uniformly in ¢ in a neighbourhood of 6, and from the regularity con-

ditions we can show that 9n is consistent, that is
0, 2= 0.

So assuming the regularity conditions hold, the influence function for 6,, can

be obtained using Taylor’s theorem as follows

O—Zgbivz, n Z¢$17‘90 +289' 2556;)(6, — 0o),

where 7 is an intermediate value between 6, and 6. Because of assuming
sufficient regularity conditions for the consistency of 6,,, from Uniform Law

of Large Numbers (LLN) we can write that

0
Z ae,gzﬁ 2 0F) E[%gb(m;@o)}
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Therefore,

n n a R
0= — > bl 6) + %Z 59 0 05)v/n(0, — o)
i1 i=1

n

1 n

Vil — ) = — [g > o ol 9;;)] _ % > olaisto)

= {[e(gowm)] T ()} 7= Z 8z 00)

= — {E (%gf)(x; 00))} 1% ZZ: P(xi;60) + Op(1>% lz:; ¢(xi; 00)

(2.1)

where we deduce the influence function of 6,, by

i) = - [ i) ote. 0

We know that \/iﬁ Yo (i 0o) is bounded in probability, so from equation

(2.1), we can write
1 n
Tn > dl@i; o) = Op(1).
i=1

Lemma 2.2: If X,, = 0,(1) and Y,, = O,(1), then X,,Y;, = 0,(1).

So, from equation (2.1) we can conclude that

(1) = Z 855 60) = 0p(1)0(1) = 0(1).

Finally we can express equation (2.1) as

~

Vn(l, —0y) = % é b5 600) + 0,y(1), (2.2)

Now we know that

E[¢(x;60)] =0,
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and the variance of the influence function of ¢,, can be expressed as

()] ] [ (str)]

Vm’ xQO [
I7H(66)I(60) " (6o)
I~
)]

"(6o),

< 00. From Central Limit Theorem (CLT) we know that

where Var[ z; 0p)

% ; [65(931, bo) — E{qz;(x, 90)}] 2, N (0, Var(p(r; 00)]),
or equivalently
1 &, D ;)
So finally from equation (2.2), by Slutsky’s theorem we can write

V(b — 60) =5 N(0,174(6,)).

2.2 Estimation with a Finite Dimensional Nuisance

Parameter

Let us define a parametric model as a set of probability densities

P ={p(z;0):0 € © C R},
where, the dimension p is some finite positive integer and the set © is de-
fined to be open so we are able to define derivatives with respect to each § €

©. Let us partition the parameter 6 as (5',7')" where S is a m-dimensional

vector and 7 is a p — m dimensional vector. Then,
©=03x0,={(Bn):€03CR",neO, CR™}
where O3 = {f : (8,7) € ©}and ©,, = {n : (f,7) € O}. We want to

estimate [ (parameter of interest) and consider 7 as the nuisance parameter.
The true value of 6 is denoted as 6, = (5, 1;)"- So the parametric model can

be expressed as
P ={p(x;8,n): B €Op,n € O,}.
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2.2.1 Score Function

The score function for 6 is partitioned into

op(z; B, n)) 7

Po(; B,m) = (%(x;ﬁ,ﬁ)

where

0
log p(x; B, 1),

ds(z;6,m) = a5

is the score function for 5 and

0
bp(x; 8,m) = a—nlogp(w;ﬁ,n),

is the score function for 7.

As a result, the Fisher Information matrix, /() can be partitioned as

I(G) _ Eﬁomo (Qbﬂﬁb//g) Eﬁoﬂio (¢ﬁ¢%) |
Esoa(@195) - Esoan097)

We know that if én is the MLE of 6, then we can write

~

1 -~
V(0 — o) = %;qs(xi;eo) + 0p(1), (23)
where the influence function of 6,, can be written as

03(371'; 00) = I (00)9(s; 6o).

2.2.2 The Efficient Score Function

Now if we partition 0 as (', 7’)’, then we can partition the equation (2.3) as
-1
B Bo L~ [ s Ion os(xi; B,m)
A ()
Mn Mo \/ﬁ; [Wﬁ [m] gbn(xuﬁan) p( )

R ¢ﬁ<xi;6,n))
N \/52; ( " Imv) (%(xi;ﬁ,n) onll)

(2.4)
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From the block matrix form of inverse, it can be shown that

1
17 = | E(¢p¢)s) — E(¢pd),) E(dydl,) " E($yds)

= [Ips — Loyl s]

and
17 = — [E(¢30)) — E(bpdy) E(dndy) " E(dndh)] E(dsdly) E(dye,) !
= — (I3 — Ionl Ins) ~ TonI!
= —I%Ig I\

So, from the equation (2.4), we can write

V(B — o) = fz[f% (033 B,m) + 1776, (2B, >]+op<1>. 25)

So from equation (2.5), we get

n

Vi — o) = — D 170w B0) = 17 Tsy Ly by (i3 B,m) | + 0,(1)
\/ﬁ

i=1

= = 30| ot ) Tttt B} | + o1

— % Zlﬁ%eﬁ(l’i;ﬂm) + 0p(1),
i=1 (2.6)

where
beg (23 8,m) = da(x; B,0) — gy, by (w8, m), 2.7)
is the efficient score function for § where I, 1, '¢, = E[¢30,]E[pydy] ' ¢y is

the projection of ¢3 on the space spanned by ¢, (Begun et al., 1983; Bickel
et al., 1993).

2.2.3 The Efficient Influence Function

From equation (2.6), we can write

V(B Z (i 8,m) + 0p(1), (2.8)
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where we deduce the efficient influence function of 3, by

Geg (5 8,m) = 17 degp (23 B,m),

where

7 -1
19 _ [E{W; B.m) — IngL 60 ﬁ,n)}{m(ﬂ:; Bum) — LIk (a: 5. n>} }

1

= [E{ ey (2;8,m) ¢ (x: B,m) }]

From CLT, we can write
1 - o D
% ; |:¢eﬁ(xi; B? 77) - E{¢eﬁ(m; 57 77)}:| — N(07 [ﬁﬁ)a
or equivalently
LS (0o D 68
%; [Cbeﬁ(mzaﬁ?n)] —>N(07[ )
So finally from equation (2.8), by Slutsky’s theorem we can write

V(B — Bo) 2 N(0,1%).

2.3 Estimation with a Infinite Dimensional Nui-

sance Parameter

Let us define a semi-parametric model as a set of probability densities hav-

ing both finite-dimensional and infinite-dimensional parameters.
P={Ps,: €05 CR" neO,}

where, the parameter of interest 3 is an m-dimensional parameter and the
nuisance parameter 7 is an infinite-dimensional parameter. Here we assume
that ©3 is an open neighborhood of 3, in R™ and ©,, is an open neighbor-
hood of 7, of some Banach space, B,. Let p(z;/,n) be the density for the

probability measure Pj,,.
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A parametric submodel of a semi-parametric model P around Pj, ,, is
a subset of P which has a finite-dimensional smooth parametrization and

contains the true distribution P, ,,,.

For each r-dimensional surface t — n;,t € ©,, passing through 7,
Pane = {P/J’,m :BeBg CR"teBO, C R"},

is a parametric submodel with and r-dimensional nuisance parameter where

p(x; B,n:) is a density for Pg,,.

2.3.1 Score Function

First we have to define the score function for 5 and score operator for 7 in

the following ways

Score Function for
The score function for 5 can be obtained as

B
¢p = %logp(x;ﬁ,n)-

Score Operator for 7

Take a measurable function which is bounded such as f : [0, 7] — R, where
f is defined in the interval [0, 7] where 7 is a finite number and 7 is also
restricted within this interval. The path defined by dn, = (1+¢f)dn is a sub-
model passing through 7 at t = 0. By the boundedness of f, we are assured
that (1 + tf)dn is positive for sufficiently small ¢.

The derivative of log-likelihood function with respect to ¢ can be ex-

pressed as % log p(z; 5,m:) and when t = 0, the derivative yields

0
an - a o 1ng(‘r76a,r}t)v

where B, is the score operator for 7.
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2.3.2 The Efficient Score Function

The efficient score function from equation (2.7) motivate us to define for the
semi-parametric model also. Moreover, we have defined the score function

for 8 and score operator for 7 in section (2.3.1).

We define the efficient score function in the semi-parametric model by

boy = |I — B,(B:B,) 'B| s, (2.9)

where ¢ and B, are the score function and score operator with respect
to B and n respectively. B, is the adjoint of the operator B,. Moreover,
B, (B;Bn)_lB;¢5 is the projection of ¢3 on the space spanned by 5, and /
denotes the identity operator (Begun et al., 1983; Bickel et al., 1993; Newey,
1990; Tsiatis, 2007). This definition is a natural extension of the efficient score

function in the parametric model (equation 2.7).
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Chapter 3

Profile Likelihood

3.1 Preface

Profile likelihood approach is usually used for the models with higher di-
mensional nuisance parameters (semi-parametric models). Ordinary likeli-
hood function of parametric models and profile likelihood function in semi-
parametric models can be used in the same way. The profile likelihood
can be useful to estimate parameters and produce confidence intervals for
non-linear models with better coverage (Royston et al., 2007). For example,
to estimate regression coefficients and frailty parameters in the correlated
gamma-frailty model, an inference has been made by using profile likeli-
hood approach (Chang et al., 2007). Profile likelihood approach has been
also used for estimating the parameters from the complex models such as
generalized linear mixed models (GLMM) with factor structures using stan-

dard software and minimal programming (Jeon and Rabe-Hesketh, 2012).

The efficiency of profile likelihood estimator in semi-parametric mod-
els has been done by introducing the approximate least favourable sub-
model (Murphy and Van der Vaart, 2000). Later, while investigating the
efficiency of profile likelihood estimator, an improvement has been estab-

lished directly through the quadratic expansion of the profile likelihood (Hi-
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rose, 2011b). To illustrate this approach, we apply to the Cox PH model in
Chapter-4.

3.2 Profile Likelihood Approach

Let us define the unknown parameter as ¢ which can be partitioned as
¢ = (8',n'). Here, 5 is a p-dimensional vector (parameter of interest) and
n is infinite dimensional nuisance parameter. Though our interest lies only
in 3, but we have to estimate both § and 1. To achieve our goal, first we
profile out the nuisance parameter 7. Now we will describe the process of
estimating $ and 7 in two stages to motivate the profile likelihood estima-

tion procedure.

Let us consider the density function, p(x; 3, n) from which we estimate

and 7). So the log-likelihood function can be expressed as

=1

To estimate 5 and 7, we can use

~

(Ba ,f}) = arg maxﬁml(ﬁa 77)

However, for some cases it is very difficult to directly maximize the above
equation. For this reason we consider an approach which can be easier com-
pared to above the equation. Suppose [ is fixed but 1 can vary, so to estimate

7, we can maximize [(3,n) with respect to n as

np = arg max, I(5,7),

where 73 depends on 3. Now for estimating 3, we use the profile log-

likelihood function:
B =arg max [(8, 7)),

where we profiled out the nuisance parameter 7.
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3.3 Efficiency of Profile Likelihood Approach in

Semi-Parametric Models
Let us define a semi-parametric model as a set of probability densities
P ={p(z;f,n): €0 CR neH}

where, ( is p dimensional parameter of interest and 7 is a nuisance param-
eter which is infinite dimensional. Let (5, 70) be the true value of (3,7).
Moreover, we assume O is a compact set containing an open neighbour-

hood /3 in R? and H is a convex set containing 7, in Banace space, B.

To show the alternative approach of Murphy and Van der Vaart (2000),
the definition of profile likelihood has extended by Hirose (2011b). Accord-
ing to Hirose (2011b), if there exist a function 7(3, F'), where F' is cdf such
that 7(5y, Fy) = 1o and the derivative

7, e P(x;8,7(8, Fv)),

is the efficient score function where Fj is the cdf of the density function
P(x; By, mo). Then the profile log-likelihood function for J (for the empirical

cdf F,,) can be written as

LB, 0o, Fu)) = > log P(x; 8,72(8, F)).

=1
The main purpose of Hirose (2011b) is to have an additional parameter F'in

the function 7j(3, F), so that estimating equation can be written as
n a R
S B, F) =Y 55 108 P (@i 8.(8, F)) = 0. (3.1)
i=1

where ¢(z; 3, F,,) is the profile likelihood score function. Therefore, equation
(3.1) can be expressed as an explicit function of sample size n, through F,.

Moreover, 3, corresponding to equation (3.1) is efficient (Hirose, 2011b).
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Assumptions

To show the consistency and efficiency of $3,, Hirose (2011b) has considered
the following assumptions:
A1 5)(Bo, Fo) = no and

0
¢eﬁ<xa/607F0):%k)gp(maB?ﬁ(B?F)) )
B=po,F'=Fy

is the efficient score function.

A2: The empirical cdf F), is n'/? consistent such that n'/?|F, — Fy| = O,(1).
Moreover for all z, log P(:c; 5,ﬁ(ﬁ,F)) is twice continuous differentiable
with respect to f and Hadamard differentiable with respect o F' for each
(B,F)e©xF.

A3: The efficient information matrix I* = E(¢.g¢) is invertible.

A4: There exists a p > 0 such that the class of functions {¢(z; 5, F) : (8, F) €
© x (,} is Donsker type with square-integrable envelope function, and the
class of functions { %gb(:r; B,F): (B, F) € 6 x(,} is Glivenko-Cantelli with

integrable envelope function.

Theorem 3.1: Based on the assumptions { A1, A2, A3, A4}, it can be showed
that a consistent estimator 3, corresponding to the following estimating

equation
Z gb(:l’"la B’n? Fn) = Oa
i=1

is an asymptotically linear estimator for 3, with the efficient influence func-
tion (I*)~'¢eg (2; Bo, Fo). Therefore, we can write

n

V(B — Bo) = N (I*) gy (255 Bos Fo) + 0p(1) = N{0,(I")"'}, (3.2)

where N{0, (I*)"'} is a normal distribution with mean zero and variance
(I*)~'. So from equation (3.2), we can say that the profile likelihood MLE 3,
is efficient (Hirose, 2011b).



Chapter 4

Cox PH Model

Cox PH model is the most widely used semi-parametric regression model
where the baseline hazard is an unknown function of survival time and
the regression coefficient is an unknown vector. Different kinds of semi-
parametric models such as proportional odds models and linear transfor-
mation models have been developed to analyze time to event data in sur-
vival analysis after the establishment of Cox PH model (Hanson and Yang,
2007; Wang and Dunson, 2010; Zeng and Lin, 2007a). In addition, numer-
ous mathematical techniques such as counting process theory and empirical
process theory have been used to develop asymptotic theory of the estima-

tors (Fleming and Harrington, 1991; Van der Vaart and Wellner, 1996) .

Let T' denote the failure time and Z = (Z,..., Z;)' represents a set of
available covariates. The covariates Z may include quantitative, qualitative
and time dependent variables. We are interested in modeling and deter-
mining the relationship between Z and lifetime random variable (7). These
models assume that covariates have a multiplicative effect on the hazard for

an event, and they are formulated as,
At|Z) = At)e?Z,
where the form of baseline hazard function A(t) is unspecified which im-
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plies that the distribution of lifetime random variable is unknown and S is

a vector of regression coefficients (Cox, 1972).

The Cox PH model is preferred over the logistic regression model when
the survival time information is available and there is censoring in the data
set. The Cox PH model is very popular because it is a robust model so
the results obtained from the Cox PH model will closely approximate the
results obtained from a correct parametric model. Even though the baseline
hazard function A(t) is unspecified or unknown, it is possible to estimate the
regression coefficient vector  and the hazard ratio is easily estimable from

the estimate of .

4.1 Estimation of Regression Parameter

Suppose we observe n observations (7}, Z;,0;);i = 1,2...,n where 7; is the
length of time a subject was observed, Z; a covariates whose value is mea-
sured at the beginning of the study. Moreover, §; indicates whether the ob-

served time is censored or not

1 for T; = eventtime

0 for 7T, = censored time

The likelihood of observed (T; = t;, Z;,6; = 1) is f(t;|Z;) and the likelihood
of censored (T; = t;, Z;,6; = 0) is S(t;|Z;), where f(-) and S(-) are probabil-
ity distribution function and survival function respectively. Therefore the

likelihood of an observation (t;, Z;, d;) is generally given by
CIARRIV Al

The likelihood of all n observations is

n

L(B) = [ [ £(t:1Z:)% S (t:) Z:)' .

i=1
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We know that f(t|Z) = A(t|Z2)S(t|Z) and S(t|Z) = exp(— fot A(s|Z)ds), so we
can write the likelihood as

n

L(B) = H Ati| Z:)7 S (t:] Z3).

=1

For the Cox PH model, we know that
A(t1Z) = Mt)e?'?, S(t12) = [So(t))”"”.

where S (t) is the baseline survival function. So the likelihood function can
be written as

n

1) = TJ [ee 3 expi [ Aoy,

=1

4.1.1 Estimate Regression Parameters using Partial Likeli-

hood

The likelihood, L(3) require A(¢) to be known and therefore an estimator
of A(t) is needed. To avoid the estimation of A\(¢), Cox proposed the partial
likelihood function (Cox, 1975).

Suppose we observe (7,4, Z) in time interval [0,7], Z C R" is a regres-
sion covariate and T is a right-censored failure time related to cumulative
hazard, A(t|Z) = ¢’ #A(t). Let us assume there is no tie in the observation
times; so one and only one individual failed at time ¢;. Let Y;(t) = 1{7; > t¢}.

Then the partial likelihood function is given by

n B Zi 9i
L(B) = 1:[1 <2?:1Yl(ti)eﬁ,zl) , 4.1)

and the log partial likelihood function can be written as

log L(B) = i@' [Zzﬂ - 10giyz(ti)€zlﬁ} :
i—1 =1
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The corresponding score function is

ilogL Z(g[ le 1(ti) Zie Z”B'

2o Yi(ti)e??
The variance of /3 is estimated by Var( 3 ) = I71(j3), where
. o2
= log L

4.1.2 Estimate Regression Parameters using Profile Likeli-
hood

Suppose the Cox model, A\(t|Z) = A(t)e?'# and also assume that the baseline

hazard A(t) has (possible) non-zero values on ¢;

°)

and A(t) = 0 for the rest of time (Murphy and Van der Vaart, ZOOO) Under
the assumption, the baseline cumulative hazard function, A(¢ fo

can be expressed as
= Z N1{t; <t}
=1

Then the likelihood function is

- 11 [{A(ti)eﬂlzi}@ exp (- /O " /\(s)ds)eﬁlzi}

n

= I [ ey ew (- ottt <],

and the log-likelihood function can be written as

n

i=1 j=1
Now the score equation with respect to \; is

8 6]{; i 17,
< t. B'Zi _ .
o, log L(5,A) = N ;1 {t, <t;}e 0
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So the estimate of \; is given by

~ o (Sk 5k
W)= Sy e < ti}eP 2~ S Vith)eP A

and the estimate of cumulative baseline hazard can be written as

A "5t <t}
As(t) = ~ -,
T S Vi) 4

Then we can estimate /3 as the maximizer of a profile likelihood function for

(4.2)

. The profile log likelihood function can be written as

n

log L(3,As) = Z[@{logﬂi B) + BZ;} — &% ZA )1{t; <t}]

=1

< 5 iz~ 0 1{t; <t}
= 51 log n / + ﬂ/ZZ - eﬁ 7 7"7L : 7
Z[ (e S iers 920 — < 2 N
Now the score function based on profile likelihood function is

glogL @ Ag Zd{ El Y )ZleﬂlZz}.

Z S V(t)
The variance of /3 is estimated by Var( B) =]! (B ), where
A 02 «
(B = — log L(3, As).

So it can be observed that the partial likelihood score function is identical to
the profile likelihood score function. Thus, the profile likelihood estimator
of the regression coefficient is the same as the partial likelihood estimator
(Hirose, 2011a; Yan and Yi, 2015).

4.2 Efficiency of Profile Likelihood

An estimator of the baseline cumulative hazard function in the counting
process notation (Fleming and Harrington, 1991) can be written from equa-

tion (4.2) as

Aty = ZZ 1 d(N)iZ)Z , (43)

|
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where N(t) = I{T' < t, 0 =1} and Y (t) = 1{T > t}.

We denote the empirical cdf of the observations {7;,9;,Z; : i = 1,...,n}
by F,. Let us denote Ey, f = [ fdF,. Then A(t) can be expressed as
t
A t) = e 4.4

The profile log-likelihood function for a single observation can be written as

T
lOgP(Ta‘SWaA,B,Fn):5{B/Z+logM}_ ﬁ’Z/ _Ep,dN(u)
0

ER)Y(t)e?” Er Y (u)ef'%’
(4.5)
The score function can be obtained as
0 N
(bpl(TJ 5|ﬁ7 Fn) = % IOg P<T7 6|/87 Aﬁ,Fn>
Ep Y (t)ZeP? : /T Ep Y (u)ZeP 7] .
—= Z . __n N7 000 — B Z Z _ n A
5{ B Y ()77 i Er Y (u)7 2 dAg r, (u)
(4.6)
Replace F,, by Fj,we get from equation (4.4)
A " E[dN(u)]
A )= | ———>, 47
BO,FO( ) A E[Y(u)eﬁoz] ( )

where E is the expectation with respect to the true distribution F;,. At the

true value of the parameters (3, F') we can write
E[dN (u)] = E[Y (u)e®Z]dAo(u). (4.8)
Therefore from equation (4.7), we can write

[\507}70 (t) = AO(t>a
where Ay(t) is the true cumulative baseline hazard function. Now the
score function for Cox PH model at the true value of the parameters (3, F)
can be expressed as

P .
ou (T, 0|50, Fo) = %log P(T,0|8,As,F)
B=PBo,F=Fy

(e S [ [ )
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which is the profile likelihood score function for the Cox PH model. In
section 4.3 (Appendix), we show that the profile likelihood score function

based on equation (4.9) is the efficient score function.

Asymptotic normalityof MLE

Using the Theorem 3.1 from Chapter 3, it can be shown that a consistent

estimator 3, is an asymptotically linear estimator for 3, and we can write
A IR -
V(B = Bo) = == > (1) (T, 6160, Fo) + 0,(1) = N{0, (1)},
=1

Here I* = E[¢y¢,] is the efficient information matrix and N{0, ([*)""'} is a
normal distribution with mean zero and variance (I*)~!. So from the above

equation, we can say that the profile likelihood MLE 3, is efficient (Hirose,
2011a,b).

4.3 Appendix

Efficient Score Function using Projection Theory

In this section, we are going to use the equation (2.9) for the calculation of
efficient score function based on the projection theory (Begun et al., 1983;
Bickel et al., 1993). Moreover, we are going to show that the score function
for Cox PH model based on profile likelihood and the efficient score func-

tion based on the projection theory are identical.

To get the efficient score function using the projection theory, we assume
the parameters (5, A) are evaluated at the true values ), Ay and omit sub-

script “0” for brevity.
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The log-likelihood function of Cox PH model for one observation can be

written as

log P(T,6|8,A) = {5(10g/\(t) +87) - eB/ZA(t)}.

Score Function for

02 = 550w P(T.315,8) = {205~ “0(0) |

o8

Score Operator for A

Let us take a bounded continuous function ¢ : [0, 7| — R, where g is defined
in the interval [0, 7] because A is also restricted within this interval. We
define a path by

dAs = (1 + sg)dA

which defines a submodel passing through A at s = 0. By the boundedness

of g, we are assured that (1 + sg)dA is positive for sufficiently small s.

The corresponding path for the baseline hazard function is

dA, dA
= = (1+s9)— = (1 +s9)A(1),

As(t) dt

and the score operator is given by the derivative of the log-likelihood

function with respect to s (at s = 0) can be expressed as

BAT.a16.0)9 = 3| tow P15 = {00~ % [ gtwyini .

s=0

Information Operator B} B, and its Inverse (B;By) '

Let us start with the information operator B} B, and take two arbitrary

functions f and g. By definition of the adjoint, we can write

(BABAS, 9) Lo(a) = (BaS, BAG) Lo(P)- (4.10)
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The path defined by dA, ; = (1 4+ rf + sg + rsfg)dA is positive for small
rand s. It can be written as dA,; = (1 + rf)(1 + sg)dA. The corresponding

path for the baseline hazard function is

dA, dA
Ars(t) = dt’ =(1+rf+sg+ rsfg)g =(1+rf+sg+rsfgt).
Now we can write
0
p log P(T, 816, Ar.) = Baf. @1D)
T 1(r,5)=(0,0)
and
2 log P(T 615, Ar.) = Bag. (@12)
S (r,s)=(0,0)

Using (4.11) and (4.12) we have that
(BASf, BAg) Lo(P) = E{(BAf)(BAg)}
82
Ir0s|(,.0-(0,0)

~pfo Tf(é)g(é)d/\(f)}-

Now we manipulate the integral involving the function ¢, we deduce

log P(T', 6|8, Ar,s)} (4.13)

/0 F(6)9(€)AAE) = / 1€ < T)HE(E)AAE).

Indeed, if £ > T, then the contribution will be 0 to the integral. So the

last term in equation (4.13) can be expressed as

el | Tf(f)g(ﬁ)d/\(ﬁ)} - {7 [(He<Ds@sone). @

Using Fubini’s theorem, equation (4.14) can be written as

p{er? [Tre < nyr@aoane ) - (e <y (5)}’9<§>>L2EA> |
4.15

From equation (4.10) we can write

<BZBAf,g> = <E{€B/Zf(t < T)f},g>
La(A)

La(A)
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So, the information operator is

Binf - B{ 10 <))

It follows that the inverse of information operator is

(Bi8a) () = B 10 <) 500

The Action of the Adjoint Score Operator B} on the Score

Function ¢

Assume the differentiable paths (r, s) — P(T,0|5 + ru, As) can be exploited
with the path dA; = (1 + sg)dA. Now we can write

(92 log P(T, 8|8 + ru, As) = u'¢p. (4.16)
r (r,s)=(0,0)
and
9 log P(T, 8|5 + ru, As) = Bag. (4.17)
s (r,s)=(0,0)

Using equation (4.16) and (4.17) we can write
(aonBrg) = £{ (on(Br0)}

82
=k {a P
"OS | (r,5)=(0,0)

- u’E{Ze” / t g(&)dA@)}.

0

logP(T,(SW—i-ru,As)} (4.18)

Now by manipulating the integral involving the function £, the equation

(4.18) can be expressed as

(wonmno) =upfze [(1c < maoane ] @19

Using the Fubini’s theorem, we can conclude that

wefze [M1ie < ma@ane ) = (ve{ze e <o)
0 “in0)
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We know that

<UIB;§¢5, g> = <u’¢5, BAg> .
Ly (P) La(A)

So we can write

Bios = E{Zeﬁ’zl(t < T)}.

Efficient Score Function ¢ 4:

Finally the efficient score function can be expressed as

du = 05— Ba(BiBh) " Bids
E[ZePZ1(t < T)) }

_ {52 — ZePIN(T) - {5 -7 /OT dA(“)] E[/71(t < T)]

~{ole- o] - ) - Tt o)
(4.21)

The efficient score function based on equation (4.21) and the profile like-

lihood score function from equation (4.9) are identical.
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Chapter 5

Efficient Estimation For The Cox
PH Cure Model

5.1 Introduction

Mixture cure models are commonly used in medical and clinical studies
where the population has cured and uncured subjects/ individuals. For
analyzing mixture cure model, Berkson and Gage (1952) have used a mix-
ture of exponential regression with a constant cure fraction and Farewell
(1982) adopted the weibull distribution for survival function and the logis-
tic model for the cure fraction. Later logistic regression for the mixture pro-
portion along with a generalized F-statistic has been applied for the survival
function of the uncured subjects (Peng et al., 1998). Ghitany et al. (1994) pro-
posed a combination of logistic and exponential distribution for the mixture
cure model. As an extension of Farewell’s model (Farewell, 1977), a more
flexible mixture cure model has been introduced by retaining the condi-
tional survival distribution for uncured individuals as a completely unspec-
ified function (Taylor, 1995). A class of transformation models for the event
time has been proposed to use generalized estimating equations for param-
eter estimation. Lu and Ying (2004) have used the counting process and its

associated martingale theory to show the asymptotic properties of mixture

47
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cure models. To avoid the restrictions imposed by parametric conditional
survival functions, semi-parametric mixture cure models have been used as
well. From the literature, it is seen that covariate effect has expressed both in
parametric and semi-parametric mixture cure models (Chappell et al., 1995;
Goldman, 1984; Kuk and Chen, 1992; Maller and Zhou, 1996; Peng, 2003;
Peng and Dear, 2000; Sposto et al., 1992; Sy and Taylor, 2000; Yu and Peng,
2008).

Kuk and Chen (1992) first proposed the Cox PH cure model which has
attracted attention for decades. In clinical settings, Cox PH cure model
has been widely used for modelling the failure time data for various types
of cancer studies such as breast cancer, head and neck cancer, leukemia,
prostate cancer, melanoma etc. (Amico and Van Keilegom, 2018; Othus
et al., 2012; Peng and Dear, 2000; Peng and Taylor, 2014; Sy and Taylor, 2000,
2001; Zhao and Zhou, 2006).

While using the profile likelihood approach, we profile out the baseline
hazard function from the Cox PH cure model and plugged the estimator in
the likelihood function. However the problem is that the estimator of the
baseline hazard function is an implicit function (see equations (5.12) and
(5.16) and Remark-5.1 in section 5.3.3). Therefore, it is very challenging to
find the estimated SE of the profile likelihood estimator. For this reason,
Hsieh et al. (2006) proposed to use bootstrap method to get the standard er-
rors while using the profile likelihood approach. However, in some studies,
it is mentioned that the standard errors estimated by bootstrap method can
be overestimated (Hickey et al., 2018; Hsieh et al., 2006; Xu et al., 2014).

Sy and Taylor (2000, 2001) have used NPMLE approach along with EM
algorithm to estimate both regression parameters and cumulative baseline

hazard function from the Cox PH cure model. However, Sy and Taylor
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(2000, 2001) have treated the baseline hazard function as a finite dimen-
sional parameter for the standard error calculation, therefore, they have
considered the Cox PH cure model as finite dimensional parametric model
and calculated the observed information using the Hessian matrix. On the
other hand, Lu (2008) has used Breslow-type estimator and extended the
approach developed by Murphy et al. (1994) and Murphy (1995) for MLE
calculation and used the result of Murphy and Van der Vaart (2000) for
the information matrix of profile likelihood using the equation (1.2) from

Chapter-1.

In summary, it can be said that all the existing works of Cox PH cure
model based on profile likelihood approach have avoided dealing with the
implicit function (in profile likelihood function) to show the asymptotic nor-
mality of profile likelihood MLE.

Cai et al. (2012) developed the smcure R-package to fit the semiparamet-
ric mixture cure model which has received much attention in recent years
(Amico and Van Keilegom, 2018; Peng and Taylor, 2014; Robinson, 2014). In
this package, Cai et al. (2012) have used the melanoma data from the ECOG
phase III clinical trial e1684 where Breslow-type estimator along with EM
algorithm has been used in the Cox PH cure model to estimate the regres-
sion coefficients and cumulative baseline hazard function. However, the
estimating equation was not simple due to the presence of implicit func-
tion, therefore they didn’t calculate the standard errors directly. As a result,
bootstrap samples have been used in order to obtain the variance estimator
(Cai et al., 2012).

Our contribution is that we have shown the asymptotic normality of
the profile likelihood estimator with implicit function for the Cox PH cure

model. This enables us to have a closed form expression for the standard
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error of the profile likelihood estimator (Lemma-6.3 and Theorem-6.3 in
Chapter-6). This is an alternative methodology to Murphy and Van der
Vaart (2000). Moreover, we have calculated the estimated information ma-

trix as

where, ¢ is the profile score function.

Our proposed alternative approach gives us not only the direct asymp-
totic expansion of the profile likelihood, but also closed form formula to
compute the efficient information matrix for the Cox PH cure model using
the profile likelihood score function. Based on our proposed approach, we
have calculated the estimated standard error of the profile likelihood esti-
mator which is illustrated in the simulation study (Section-5.4) and real-life
example (Section-5.5). For the real-data example, we have used the same
data (ECOG phase III clinical trial e1684) from smcure package and com-

pared our results with the output obtained from the smcure package.

This chapter is organized as follows. A brief discussion on Cox PH cure
model has been given in Section-5.2. In Section-5.3, we describe the estima-
tion procedure to show that the profile likelihood estimators are consistent
and asymptotically normal. Results obtained from the simulation study and
real-life data application are shown in Section-5.4 and Section-5.5 respec-

tively. This chapter concludes in Section-5.6 with a short discussion.

5.2 Cox PH Cure Model

Let us define a binary variable V/, where V' = 0 indicates an individual that
will be a long-term survivor (never experience the event of interest) and V' =
1 indicates an individual that will experience the event. For an individual

with covariate vector W = (1, Wy, ..., W,,), the distribution of V' = 1 can be



5.2. COX PH CURE MODEL 51

expressed as a logistic model

/
ebVV

(5.1)

where p is the probability of being susceptible (often called incidence of the
model), b is a vector parameter and W include the intercept. The time to
experience the event among individuals for which V' = 1 can be modelled
by Cox PH model

NtV =1,Z;8) = Mt|V = 1)e?%, (5.2)

where we observe another set of covariate Z without intercept and A(t|V =
1) is the baseline hazard function. The two sets of covariates may be iden-
tical, or partially or completely different from each other (Kuk and Chen,
1992).

An individual who experience the event at time ¢ contributes a likelihood

factor

pfV =1,Z;X,53),

which is the probability of death at time ¢ (Kuk and Chen, 1992). On the
other hand, an individual who has been followed to time ¢ without experi-

encing the event contributes a likelihood factor

which is the probability of long-term survivor (cure) plus the probability
of experiencing the event after time ¢ (Kuk and Chen, 1992). In addition
StV = 1,Z;)\,8) = So(t|V = 1)e?Z is the conditional survival function
of the susceptibles (often called the latency) where Sy(t|V = 1) = exp ( —
AtV =1)) = exp (— [ A(s|]V = 1)ds) is the baseline survival function and

A(t]V = 1) is the cumulative baseline hazard function.
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5.3 Estimation: Profile Likelihood with EM Algo-

rithm

In this section, first we present the likelihood function for the Cox PH cure
model. In Section 5.3.1, we profile out the baseline hazard function using
NPMLE approach and construct the profile likelihood function. In Section
5.3.2, we estimate the profile likelihood MLE through EM algorithm and in
Section 5.3.3, we prove the asymptotic normality of the profile likelihood
MLE.

Suppose the observed data for individual ¢ can be denoted by (73, 0;, Z;); i =
1,2...,n where T; is the length of time a subject was observed, Z; is a vector
of covariates. Moreover, §; indicates whether the observed time is censored

or not

5 { 1 for T, = eventtime

0 for 7T; = censored time

For convenience, let W; = (1, Z)’, although the covariates in W; and Z,
do not have to be equal.
The likelihood for n observations will be

n 1-6;

d;
i=1
(5.3)
where p; is the probability of ith individual being susceptible. Using

fAV =1,Z;X,8) = Xt|V =1,Z;B)S(t|V =1, Z; X\, B),
the likelihood function can be written as

05
H[ (t:|V =1,Z:;8)S (tyvzl,Zi;A,ﬁ)]
1 , (54)

1-6;
[1—p1 +piS(t;|V =1,Z;; A, ﬁ)] .

(2
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Here we want to obtain the estimates of b and 3 that maximize L(b, 5, A).
For maximizing L(b, 5,A), we are going to apply profile likelihood tech-
nique in which A(t) is profiled out from the likelihood.

Let us define the complete data by (¢;,6;, Z;,v;), @ = 1,...,n which in-
cludes the observed data and unobserved v;, where v; is the value taken by
the variable V;. It follows that if §; = 1 then v; = 1 and if §; = 0 then v;
is unobserved. The choice for using EM algorithm (Dempster et al., 1977)
is justified by the fact that the model depends on a latent variable, v; (cure

status). So the complete data likelihood can be written as

L8 M) = [ {mwv 1,75 RSV = 1,7 w]
. n (1-38) (1-8,)(1—v;)
X H [pis(ti|v = 17Zi;)‘76):| X H {1 _pz:| -
- (5.5)
The above equation can be rewritten as the product of a logistic and a

PH component.

b, 3, A;v) Hp L—p)' = x [T AGIV =1, 25 8)° S|V = 1, Zi; A, )"
=1
(5.6)
So it is possible to estimate the incidence and the latency separately

(Amico and Van Keilegom, 2018). Now the expected complete data log-
likelihood under p(V'|T, 4, Z) is
> {10+ (1= 3V out1 = ) |+

=1

Zv {5 log M|V = 1, Zi; B) + log S(t:|V = 1, Zi; A, 5)}, (5.7)

where (V) can be defined as

—35;
S|V = 1,2\, 8) ))1 69

‘/; :E%ﬂvézazl =
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Here, for censored cases v(V;) = E(V;|T}, ;, Z;) and for uncensored cases
v(V;) = 1. To estimate all parameters and the baseline hazards simultane-
ously, we combine the EM algorithm and profile likelihood approach. From
equation (5.6), it can be observed that the likelihood function for the logistic

component is same as for a classical logistic regression model.

5.3.1 Baseline Hazard Estimation and Profile Likelihood Func-
tion

Before starting the EM algorithm, we profile out the baseline hazard func-
tion A\(¢) using NPMLE. We assume that the baseline hazard, A(¢) has (pos-

sible) non-zero values on the observed time ;:

and A(t) = 0 for the rest of time (Murphy and Van der Vaart, 2000). Under
the assumption, the integral, A(t) = fot A(s)ds is replaced with the sum

A(t) = i/\il{ti <.

Now the survival part of equation (5.7) can be separately maximized

with respect to A using the log-likelihood:
i v(V;) [@-{ log\; + 82} — &% i M1t < ti}} : (5.9)
i=1 J=1
The score equation with respect to \; is
ﬁi/\k gv(Vi) [51{ log \; + ﬁ'Zl-} — % g)\jl{tj < tl}} =0.

By solving the above equation, the estimate of )\, is

5, = Ok
S ()t < 4} A0
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and the estimate of the cumulative baseline hazard, A(t) is

B 51{t <t}

(5.10)

Now the estimate of the baseline survival function can be expressed as

51{t <t} )

~F(V)I{t < t,}eP %

So(tlV = 1;.8) = exp(—~A(tV = 138)) = exp ( Z -
=1

Note: Sy(t|V = 1; ) may not converge to 0 as t — oo, therefore in smcure
R-package, Cai et al. (2012) have considered S,(t|V = 1;8) = 0 for all the
time points after the last event time. To compare our results with the output

obtained from smcure package, we have considered the same assumption.

Profile Likelihood Function

An estimator of the baseline cumulative hazard function in the counting

process notation can be written from equation (5.10) as

(U)
/ ST 17 (WFZ (5.11)
where N(t) = 1{T' <t,0 =1} and Y (t) = 1{T >t}

Let us denote E, f = [ fdF,. Then A(t) can be expressed as

; (" EpdN(u)
Ap (1) = /0 Er (V)Y ()77 (5.12)

Now we plug the baseline hazard estimator (A , in the place of A) in equa-

tion (5.7) and obtain the expected complete data profile log-likelihood func-
tion:

n

3 { log P(Vilb) + log P(T., 88, Ay 1) } 5.13)

=1
where log P(V;|b) and log P(T}, |5, A, r,) are the expected complete data
profile log-likelihood functions (for one observation) for logistic and Cox

PH component respectively. Now we can express the components as

log P(V;|b) = {~(V;)log pi + (1 — v(V;)) log(1 — p;) }

/ (5.14)
= (V)W W; —log(1 + "),
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and
log P(T;, 5i|5,]\5,pﬂ,)

= 7(‘/;){52‘ log \(t:|V =1, Z; B) + log S(t:|V =1, Zi;Aﬁ,Fnaﬁ)}

_ s Er, dN(T;) o gz [T ErdN(u)
_v(Vz)[&Uog e P LY — ¢ / Em(v)m)eﬁ/z}
(5.15)

For simplicity, we can express log P (75, |8, As £, ) as log P(Ti, 6|8, F,).

5.3.2 The EM Algorithm

In this section, we will apply the EM algorithm to maximize the expected
complete data profile log-likelihood function to find the profile likelihood
MLE. First, we replace A with Ag ., in equation (5.8).

The E-step

In the E-step, we use the current parameter estimates b and 3 to find the
expected values of V;:

piS(tIV =1,Z;; 8, Asr,)
1—pi+p:S(L|V =1,%;8, Mg,

1-6;
v(%)zE(VirTi,ai,z@-):( )) . 516)

The M-step
Now we maximize the equation (5.13) with respect to b and 3 to obtain b,
and f3, respectively. The updated parameters from the M-step are returned

into E-step until the values of En and Bn converge.

In M step of EM algorithm, we have used non-linear optimization rou-
tine ("Nelder-Mead” method) to maximize the complete data log likelihood

function.

5.3.3 Asymptotic Normality of the MLE

Here we outline the results of asymptotic normality of the profile likelihood

estimator in the Cox PH cure model.
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The difficulty of the problem is the profile likelihood function involve
the implicit function. From equations (5.12) and (5.16), we see that (V") and
A have an iterative relationship. As a result, the estimator of the baseline
hazard function is an implicit function. Similar type of problem has been
identified in the joint model of longitudinal and survival data [Rizopoulos
(2012); page-67].

We have successfully proved the asymptotic normality of the profile like-
lihood estimator based on two results:

1. The score functions defined in equations (5.19), (5.20) and (5.21) in
Section 5.3.4 don’t involve differentiation of the implicit function and

2. Without assuming the differentiability of the profile likelihood score

function (¢,) with respect to 5 and F, we have showed that

El\/ﬁ{qﬁs(T,é\Bn, Fo) — ¢s(T, 5o, FO)H

— |07, 8160, F)ol (7,315, 50| { V(G — 30 b+ )

The proof for the above equation is provided in Lemma-6.3 of Chapter-
6. By combining the above two results, we are able to show not only the
asymptotic normality of the estimator but also derive the closed form ex-
pression for information matrices (equations 5.17 and 5.18) without differ-

entiating the implicit function in the model.

The asymptotic properties of 3, and b, are proved in Theorem-6.1, Theorem-
6.2 and Theorem-6.3 (in Chapter-6). The EM estimators En and Bn have

asymptotic normal distribution which can be expressed as
Vil = o) = N{0,(1;)7'}

and
V(b — bo) 25 N{0, (7)1},
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where (5, by) are the true values of (5, b) and, [} = E[¢.¢,] and I} = E[¢;¢)]
are the efficient information matrices for survival and logistic part respec-
tively. ¢; and ¢, given in (5.20) and (5.21) are the score functions for logistic
and survival part respectively. In Theorem-6.1 it is shown that at the true
value of parameters, ¢, and ¢, are efficient score functions. The consistency
of b, and /3, are provided in Theorem-6.2 and the asymptotic normality of
l;n and Bn are given in Theorem-6.3. Moreover, the estimated information

matrices can be computed as

A S
Ii= =" au(Vilbu) 1 (Vilbn), (5.17)
=1
and
. 1 <& ) , X
L= = 6u(T:. 61180, F) &, 0|3, Fr). (5.18)
=1

Note: Assumptions, Lemmas and Theorems are provided in Chapter-6.

Remark-5.1: The existing approaches don’t involve the differentiation of
the profile likelihood function. These methods have used an “approximate
least favorable submodel” proposed by Murphy and Van der Vaart (2000)
to avoid the differentiation of profile likelihood function and therefore they
have used the equation (1.2) from Chapter-1 to calculate the efficient infor-

mation matrix.

5.3.4 Score Functions

The score functions for the profile likelihood are

where ¢;(V;|b) is the score function for logistic component which can be ex-

pressed as

T
W,;et Wi

- (5.20)

9,
Bi(Vil) = 5 Tog P(VIID) = 1(V)W,
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and ¢ (1}, 9;|3, F,) is the score function for survival component which can

be written as

9 \og P(T, 6,18, F,)

oo
o [ o A o) o

Now we will calculate the score operator B(7;, §;|5, F'), which is Hadamard

derivative with respect to I. For an integrable function / with the same do-

main as F', we can express

B(T;,0;|8, F)h

= dplog P(T;, 6|8, As.r)h
B EndN(T;)  Eny(V)Y(T;)e” vz [T EndN(u)
- (V’{5 {EFdzv(T) Er(VY (T W]‘eﬁ [ mawee
o [ BN >EhY< P (V)er

Evunon’ )

_|_

where, drlog P(T;, d;| 0, [\ﬁ’ r) represents the Hadamard derivative of
log P(T;, 4|1, Ag’ r) with respect to ' (Hirose, 2011b).

5.4 Simulation Study

We are going to perform a simulation study where our goal is to compare
and contrast the smcure package with our approach by assessing param-
eter and standard error estimation. Survival times were generated from
Weibull proportional hazards model using ‘simsurv’ R-package (Brilleman
et al., 2021). Moreover, censoring times were generated from uniform dis-
tribution, Ula, b] with a and b defined in order to provide chosen censoring
rates. Simulation results for Cox PH cure model were evaluated with two

covariates (fixed by design), one binary covariate from binomial distribu-
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tion with probability 0.5 and one continuous covariate generated from nor-
mal distribution N(1,1). Therefore, the covariate vectors for logistic and

survival components were W = (1, W, Ws) and Z = (Z;, Z;) respectively.

The cure rates were varied through the coefficients (b) corresponding to
W. The slight cure rates for the treatment group (I¥; = 1) and control group
(W7 = 0) were 20% and 8% respectively, resulting from b = (2.1, —1,0.3).
The moderate cure rates for the treatment and control groups were 43% and
21% respectively, resulting from b = (1, —1,0.3). Moreover, The substantial
cure rates for the treatment and control groups were 69% and 45% respec-
tively, resulting from b = (—0.1, —1,0.3). For each configuration, mean was
chosen as the value of the continuous covariate (/;). Moreover, the co-
efficient vector for survival part was § = (—1,0.5). For each setting, the
censoring rates relative to the defined cure rates and their effects were also
evaluated. These results include a sample of 150 and 300 individuals with
500 replications from both smcure package and our approach. The compu-
tation time required for different sample size and configurations has also

compared between smcure R-package and our proposed approach.

The results from simulation studies such as mean bias, empirical SE (=
the standard deviation of the parameter estimates), mean SE (=the mean of
standard error estimates calculated for each fitted model), mean square er-
ror (MSE) and 95% confidence interval coverage probabilities (95% CI cap)
for each configuration are given in Tables 5.1-5.6. Details of mean SE calcu-

lation is given later in this section (see Note).

The explicit explanation of the above mentioned statistics are given here.
Let 7" be the estimator for the parameter of interest §. From our simulation
study (K = 500 replicates), we obtain K estimates 77, ..., Tk for each sim-

ulated data. Based on these estimators, we can compute K biases such as
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bias; = 17 — 0,bias, = T, — 0, ...,biasy = Tk — 6. Moreover, we obtain
K estimates of SE: SE1, SE,, ..., SEx. Now we can calculate the following

sample statistics for the estimates:

e Sample mean, T = 3% T,

e Meanbias= L 3% (T, - T)

¢ Empirical standard error= \/ = S (T —T)2
© MSE = £35,(T; - 0)?
e mean SE = LI SE,

* 95% CI cap= proportion of confidence intervals contains the true value
6

Note: Method of mean SE calculation

In smcure package, due to the presence of implicit function in the estimat-
ing equation, the SE of estimated parameters are not directly available. As
a result, the package has used the bootstrap samples to compute the stan-
dard errors of estimated parameters. Here, 100 bootstrap samples have been
considered for all simulation settings. On the other hand, in our proposed
approach, we have used the profile likelihood score function to compute the
estimated SE analytically through the inverse of equations (5.17) and (5.18).

For each simulated data, we can express the observed information matrix as

A
Izﬁn;%%,

where ¢ is the profile score function and n is the number of individuals in
each simulated data. Moreover, the estimated SE for each fitted model can

be expressed as

SE=+V11.
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Results

From Tables 5.1-5.6, we can observe that for both smcure package and our
approach, the parameter estimates are close to the true values and mean
biases are very small (consistently less than 0.1 with most less than 0.05). For
all settings in both approaches, the bias and MSE decrease with increasing
sample size as expected and with only a few exceptions, the mean SE of the
parameters are very close for both smcure package and our approach. The
capture rates based on the 95% confidence interval are also relatively similar

for both smcure package and our approach.

Computation Time Analysis

In order to assess and compare the computational time between our pro-
posed approach and smcure package, the average time elapsed to get the
estimates of the parameters and estimated standard errors has recorded.
For all configurations, 500 datasets have generated as described before. The
average computation times for parameter estimates and standard errors for

both approaches are given in Tables 5.1-5.6.

We can see from the Tables 5.1-5.6 that the the average computation
times for our proposed approach are much less compared to smcure pack-
age. The reason for taking more time in smcure package is incorporating
bootstrap process for standard error estimation. On the other hand, we have
used profile likelihood score function to compute the estimated SE which
provides us a closed form expression to compute the efficient information
matrix, therefore the average computation time for our approach is much

less compared to the smcure package.
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5.5 Application to Eastern Cooperative Oncology
Group (ECOG) Data

We have used the melanoma data (ECOG phase III clinical trial e1684) from
smcure package as a numerical example to compare our results with the

output obtained from smcure package.

In the dataset, the subjects had melanoma cancer and were treated with
interferon alpha-2b (IFN) regimen. The main aim of this research was to in-
vestigate the effects of high dose interferon alpha-2b (IFN) regimen against
the placebo as the postoperative adjuvant therapy. In this example, recur-
rence of melanoma cancer has been defined the as the event and observed
relapse free-survival has defined as failure time. A total number of 284 ob-
servations has been used for the statistical analysis. Three covariates are
considered: gender (0=male,1=female), treatment (O=control,1=treatment)
and age (continuous variable which is centered to the mean) for both the

incidence and latency parts.

Out of 284 individuals, 196 had melanoma cancer recurring (approxi-
mately 31% censoring rate). The observed follow-up time of the individuals
ranged from 0.032 to 9.643 years. The parameter estimates, standard errors
and 95% CI using smcure package and our approach (for logistic and Cox

PH components) are given in Table 5.7 and Table 5.8 respectively.

From Table 5.7, we observed that in both smcure package and our ap-
proach, only intercept is significant in determining the long term incidence.
The result for treatment (insignificant negative estimates) suggests that the
probability of recurring melanoma for control group is higher compared to
the treatment group. However, age and sex both are insignificant on smcure

package and our approach. The positive estimates for age indicates a higher
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(though insignificant) melanoma recurrence rate for the older patients. On
the other hand, from Table 5.8 it is observed that in both smcure package
and our approach, all the covariates have insignificant effect on latency. The
insignificant negative estimates for treatment and age indicate later recur-
rence times of melanoma for IFN group and older patients respectively. In
the case of sex, insignificant positive estimate indicates earlier recurrence

times of melanoma for females.

Though both methods (smcure package and our approach) have pro-
vided similar parameter estimates, however, the estimated SE are little bit
different from each other. The reason is the calculation procedure of SE
which we mentioned in the previous section (simulation study). In smcure
package, the SE of estimated parameters have calculated using bootstrap
samples, whereas we have used the profile likelihood score function and

got the closed form for the information matrix.

5.6 Discussion

Over the years, many techniques have been proposed where the direct ex-
pansion of the profile likelihood function has been avoided by Cai et al.
(2012); Lu (2008); Peng and Dear (2000); Sy and Taylor (2000, 2001). There-
fore, these approaches didn’t derive the closed form solution for standard

error calculation.

In this chapter, we have expanded the profile log-likelihood function di-
rectly to show the asymptotic normality of the maximum profile likelihood
estimator and derived the closed form expression for the empirical observed
information matrix for the Cox PH cure model to estimate the standard er-
rors. This is an additional method to compute standard errors for the max-

imum profile likelihood estimator which shows how natural and easy our
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approach is to compute the estimate of the SE estimator.

For the application, we have performed the simulation study and anal-
ysed the real-life data, and compared our results with the output obtained
from smcure package. Our proposed approach and the smcure package
have provided similar and comparable parameter estimates and the esti-
mated SE of the estimators. In this chapter, we have used the profile likeli-
hood score function to calculate the estimated SE and got the explicit form
of the SE estimator, whereas the smcure package has used bootstrap sam-
ples which are computationally expensive. Therefore, the computation time

for our proposed approach is much less compared to the smcure R-package.
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Table 5.1: Simulation results for Cox PH cure model with cure rate 20% for
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Table 5.2: Simulation results for Cox PH cure model with cure rate 20% for
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Table 5.3: Simulation results for Cox PH cure model with cure rate 43% for

=150)

treatment group and 21% for control group (number of individuals
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Table 5.4: Simulation results for Cox PH cure model with cure rate 43% for

=300)

treatment group and 21% for control group (number of individuals
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Table 5.5: Simulation results for Cox PH cure model with cure rate 69% for
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treatment group and 45% for control group (number of individuals
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Table 5.6: Simulation results for Cox PH cure model with cure rate 69% for

=300)

treatment group and 45% for control group (number of individuals
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Table 5.7: Results for logistic component from ECOG data
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Table 5.8: Results for survival component from ECOG data
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Chapter 6

Proofs of Theorems and Lemmas

for Cox PH Cure Model

The proof of Theorems and Lemmas to show the asymptotic normality of
profile likelihood estimator in the Cox PH cure model are given in this chap-
ter. In Section 5.3.3 of Chapter-5, we have summarized the results of this
chapter. To show the asymptotic normality of the MLE and its asymptotic

variance, we have considered the following assumptions:

On the set of cdf functions /, we use the sup-norm, i.e., for F, F € F,
|[F" = Fo||oo = sup |[F(z) — Fo(z)].

For p > 0, let
CG={F¢erl :||F—Fllw<p}

The assumptions are given below

A1: We assume the event-time 7" < 7 where 7 a finite number (7 > 0)
such that S(7) = P(T > 1) = E[Y (7)] > 0.

A2: The range of Z is bounded and f is in the compact set © which
follows || Z|| < M and ||5|| < M for some 0 < M < oc.

A3: The empirical cdf F), is v/n consistent i.e. \/n|F, — Fy| = O,(1).

75
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A4: The efficient information matrix I* = E[¢¢'] is invertible where ¢ is
the efficient score function.

A5: True hazard function, A(t) is bounded and positive in (0, 7).

6.1 Theorem- 6.1 with proof

Theorem 6.1: At the true value of (b, 3, F), we are going to prove the fol-
lowings

1. Ag, 1 (t) = Ag(t), the true cumulative hazard and

2. The score functions ¢;(V'|by) and ¢4(7\, 6|, Fo) defined in the equa-
tions (5.20) and (5.21) of Chapter-5 are the efficient score functions where
we drop the subscript i.
Proof:
1. Replace F,, by Fj,we get from equation (5.12)

A " E[dN(u

N el

where E is the expectation with respect to the true distribution F;. At the

true value of the parameters (3, F') we can write
BIAN ()] = Bly(V)Y (w)eSZdho(w)]. 6.1)

So from this point of view, we have Ag, g, (t) = Aq(t). Hence (1) is proven.

2. We know that the logistic part is a parametric model that does not
involve A, so we will work on the score function of survival part only. Now
the score function for the survival part at the true value of the parameters

(B, F') can be expressed as

6o (T, 8160, Fry) — % log P(T,am,p,@)‘

B=PBo,F'=Fy
B ER(V)Y (T)Ze57]
- ”(V){5 [Z T ER (V)Y (@) }
oz [ EWNG) [, BR)Y(wZet?]
/o B (V)Y ()] {Z B (V)Y ()] ]}
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Let M;(u) = E[y(V)Y (u)Zefo?] and My(u) = E[y(V)Y (u)e®Z]. So by

using equation (6.1), the above equation can be expressed as

64(T, 610, Fy) = v(v){a {Z — %] ~ o /OT {Z - %;m dAO(u)}(;.z)

which is the profile likelihood score function for the survival part of the Cox

PH cure model. In section 6.7, we showed that the profile likelihood score

function is the efficient score function.

6.2 Lemma- 6.1 with Proof

Lemma-6.1: If the assumptions (A1-A5) hold, then

(i) P(T,9|B, F) is bounded away from zero.

(i) The class of functions { log P(T, 0|3, F): B€O,F € Cp} is uniformly
bounded Donsker.

(iii) The class of functions {(bs (T,6|8,F) : B€O,F ¢ Cp} is uniformly
bounded Donsker.

Proof: For (i), we know

P(T, 0|3, F) = [EFfﬁfoc)lsj\/[((;))eﬁ'z eg/Z] 5'Y(V){ {exp B /OT ErdN (u) }

Epy(V)Y (u)e”

Since the map (f, F) — Er(f) = [ fdF is continuous, there is a constant

¢ > 0, such that for all ' € (, (based on A1), we can write

Er[Y(7)] = ¢ > 0.
1—p+pS(T

1-6
We know ~(V) = (%) , so we have

0<—L < )<t (6.4)

/
erZ

}'Y(V)
6.3)
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On the basis of A2, we can write e~ ™* < ¢#'Z < ¢M*, So the upper bound

of Ery(V)Y (u)e?'? can be expressed as
‘EFV(V)Y(u)eﬁ/Z‘ < ‘EFG'BIZ! <M, (6.5)

Now by using equation (6.4), we can write

p Y

Erv(V)Y (u)e?Z > e
(V)Y (u)e [

> 0. (6.6)

For some constant ¢; > 0, we can write 0 < ¢; < EpdN(u) < 1. Since
Ery(V)Y (u)e?Z is bounded away from zero (equation 6.6), we get
G ErdN (u) < M (1 —p+ cp)
eM* = Epy(V)Y (u)ef'Z — c2p
When § = 1, from (6.3) we get

1 [ ] o [

P(T. 05, F) > “{G-Jﬂ%af””}

4
eM

0<

!
sz

and when § = 0,

o= {[or [ ] )

_elw4(17p+cp)
P(T, 5|8, F) > {e e }

From the above equations, we can write

M M
. _e” (1—p+tcp) _e” (l—ptcp) c1
PGAWJUme& e ,G = )7ﬁ}>Q 6.7)
(&

So finally we can say that P(T, 6|3, F') is bounded away from zero and

hence (i) is proved.

For (ii), the profile log-likelihood function of the survival part for Cox
PH cure model is
EpdN(T) ErdN (u)

log P(T',6|8,F) = v(V)|d{ log EF,Y(V)y(T)eB’Z+5/Z}_€ﬁ/Z/0 Ery(V)Y (u)ef'Z
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We know the set of cdf functions / is uniformly bounded Donsker. Hence
the subset ¢, C F is uniformly bounded Donsker. The class of functions
{N(@):t€[0,7]} and {Y(t) : t € [0,7]} are uniformly bounded Donsker
(Theorem 2.10.6 in Van der Vaart and Wellner (1996)).

The class of functions {#'Z : 3 € ©} is Lipschitz in 3. So, by Theorem
2.10.6 in Van der Vaart and Wellner (1996), the class of functions { B'Z B e
©} is uniformly bounded Donsker.

Since ¢#'Z is a Lipschitz continuous function, so by Theorem 2.10.6 in
Van der Vaart and Wellner (1996), the class of functions {eﬁ/z : B € @} is

uniformly bounded Donsker.

Since {Y(¢) : t € [0,7]} and {e? : B € O} are uniformly bounded
Donsker, so by Example 2.10.8 of Van der Vaart and Wellner (1996), the
class of functions {y(V)Y (t)e?? : ¢t € [0,7],3 € ©} is uniformly bounded

Donsker.

Since Er(f) = | fdF is Lipschitz, so for the class of functions { Epy(V)Y (t)e? % :
t€(0,7],8 € ©,F €(,}, we can write

Ery(V)Y ()M — Epy(V)Y (1)e?

T _ 7

~ /V(V)Y(t) dF; + /’Y(V)Y(t)eﬁédeFl - 1|

< f

MeM[[1 = Bal| + e[| i = B .

T _ 7

i +/eﬁéZdHF1 R

IN

Let max (M MM 2) — MeM?, then the above equation can be expressed
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as

Ery(V)Y (t)e7 — Epy(V)Y (t)e™”

< 206" (|16 = el + |17 - ),
(6.8)
which is Lipschitz in parameters (5, F). So by Theorem 2.10.6 in Van der
Vaart and Wellner (1996), the class of functions { Epy(V)Y (t)e?# : t € [0, 7], 8 €
O, F € (,} is uniformly bounded Donsker. Similarly the class of functions

{EpN(t) : t € [0,7]} is uniformly bounded Donsker.

Since { Epy(V)Y (t)e®? : t € [0, 7], 8 € ©,F € (,} is uniformly bounded
Donsker and Ery(V)Y (u)e?'# is bounded away from zero (equation 6.6), by
Example 2.10.9 in Van der Vaart and Wellner (1996), the class of functions

1
{ Epy(V)Y(t)
is uniformly bounded Donsker.

57 te [O,r],ﬁé@,Fe(p}

Since the map (f, F) — Er(f) = [ fdF is Lipschitz, by Theorem 2.10.6
of Van der Vaart and Wellner (1996), the class of functions

{/Ot EFdN(u)eﬁxz te0,7],€0,F ¢ Cp}

Epy(V)Y (u)

is uniformly bounded Donsker.

Since {e”# : 8 € ©} is uniformly bounded Donsker, so by Example
2.10.8 of Van der Vaart and Wellner (1996), the class of functions

[t ErdN(u)
{eﬂz/o Ery(V)Y (w)ef'Z tel0,7],6€0,F ¢ gp}

is uniformly bounded Donsker.

Since the class {6’ Z B e 9} is uniformly bounded Donsker, by Exam-
ple 2.10.7 (Van der Vaart and Wellner, 1996), the class of functions

| EpdN(T)
{ % By (V)Y (T)e??

+ﬁ’Z:ﬁe@,Fe§p}
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is uniformly bounded Donsker.

Since the map (f,F) — Ep(f) = [ fdF is Lipschitz, so by Theorem
2.10.6 in Van der Vaart and Wellner (1996), the class of functions { log P(T, 4|5, F) :
peEO,Fe (p} is uniformly bounded Donsker. So (ii) is proven.

For (iii), we know the score function of the survival part for Cox PH cure

model is

ef'Z
0u(T, 616, F) = 'V(V){5 [Z - EEJV(E%EQ)ZB } -

o [ [ Sptonze))

Similar proof to (ii), we can show that the class of functions {qbs (T,6|8, F) :

BeO,F € Qp} is uniformly bounded Donsker.

6.3 Lemma- 6.2 with Proof

Lemma-6.2: If the assumptions (A1-A5) hold, then
\ <115

for some positive constant M".
Proof: From equation (5.21) of Chapter-5, the score function for the survival

¢s(T, 8|8, Fr) — 6s(T, 8| Bo, Fo)

= Bol| + || — Fo

Fy ABO,FO

)

partis
8z
R
/ 2 e | e
Define
65(T, 8|3, F, A) = {5[2 EE?; Y((ﬂszz}

- [ Frmne o
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Then the function is differentiable with respect to 3, F' and A. Now we have

¢5(T7 5|67 Fn) = ¢S (T7 5|/87 Fn7 Aﬁ,Fn)

Similar to the proof of Lemma-6.1, we can show that the derivative of

the score function will also be uniformly bounded with the bound M".

From these we can say that the class of functions {(bs(T, 3|6, F,A) : B €
0,Fe(,, Ac H } is Lipschitz in parameters (3, F, A) and the result follows:

ABn,Fn - [\/3071’0 ‘ |> .

¢(T, 8|80, F,) — ¢5(T, 8|80, Fo)

.

< 21'(|[3n - &l + |F — Foll +

¢8(T7 5|Bm Fy, ]\Ban) - ¢8(T7 5|50a Fy, ‘/A\ﬁo,Fo)

6.4 Theorem- 6.2 with proof

Theorem 6.2: If the assumptions (A1-A5) hold, then
1. A4 is continuously differentiable function of (3, F) and Ay, 5, = Ao
2. Bngﬁoandi)niboasn%oo

Proof: Proof of (1): In Theorem-6.1 it is shown that Ag, 5, = Aq.
Since (f, F') — Er(f) = | fdF is continuously differentiable, so clearly

the function
A o T EFdN(U)
(ﬁ,F) — A@’F = /0 EF’}/(V)Y(U)@B/Z' (69)

is continuously differentiable.

Proof of (2): The profile log-likelihood function for one observation can
be expressed as log P(V, T, 8|b, 3, Ag i) which is continuously differentiable.

Now, we set

1 Z” A
Mn(b, /8) - E 10g P(‘/;7E75’L|b7/87AB7Fn)
=1
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and

M(b,B) = E|log P(V,T,5|b, 8, As.p,)

and apply the proof of Theorem-5.7 (Van der Vaart, 2000) to the Cox PH
cure model. Based on the results of Theorem-5.7 from Van der Vaart (2000),

it can be shown that

5 P - P
B, — Boand b,, — by as n — oo.

6.5 Lemma- 6.3 with proof

Lemma 6.3: Suppose for assumptions (A1-A5), ﬁn i By and F,, it Iy as

n — oo, then we have

B[Vl 6.0, ) - 070150 50}
- —E[¢8(T,6|50, Fo)¢.(T, 8| Bo, FO)] {\/ﬁ(ﬁn - 50)} +0,(1) (6.10)

and

E [ﬁ{(pg(T, 81Bn, Fn) = ¢s(T' 6|, F@H

= —F [qu(T, | Bo, Fo) B(T', 6| Bo, Fo)} {\/E(Fn - Fo)}
+ 0,(1+vn(B, — Bo)). (6.11)

(Proof is similar to Theorem 1 of Hirose and Liu (2020)).

Remark: The results are obtained without assuming the existence of
derivative of the score functions %qﬁs(T, 0|8, F) and dpB(T,6|5, F). This
result give us asymptotic expansion of profile likelihood without differenti-

ating the score function that involve implicit function.

Proof: Based on Lemma-6.1, we know P(T,6|fy, Fy) > 0 > 0 for some
positive constant § > 0. So by the differentiability of P(T', 4|3, F) with re-
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spect to 5 and F', we have
VAL P(T, 0|8, Fy) — P(T, 6|60, Fo) }

= ¢S(T7 5’ﬁ07 FO){\/E(Bn - BO)} + Op(l)a

P<T7 6|ﬁ07 FO) (6 12)
VI{P(T,6|6,, Fu) = P(T,4]B,, Fy)}
P(T. 8|0, Fy) - B0 vt = )+ (02(113)5

In Lemma-1, we showed the class of functions {¢,(T,6|3,F) : f € ©,F €
(,} is uniformly bounded. Similarly, we can show the class of functions
{B(T, OB, F): €O F € Cp} is uniformly bounded. From these results, it
follows that there is a Fy-square integrable function, such that
P(T,0|p', F") — P(T,9|5, F)
P(T,6|58, F)
where M’ is a Fy-square integrable function V3,V3’ € © and VF,VF"' € (,.

<M'(||8' =Bl +||F - F), (6.14)

First we start with (6.10), for each n, the equality

ozﬂ{ / ¢5(T, 8|8, Fo) P(T, 8|3y, Fo)dF — / ¢S(T,5WO>F0)P(T>5‘50,Fo)dF}
= \/ﬁ{/¢s(T75|Bn,FO)P(T75|ﬁ0,F0)dF—/¢S(Ta5|5o,Fo)P(T75|50,Fo)dF

+/Qbs(Tv(s’Bn;FO)P(T75|Bn7FO>dF_/¢S(T75’BmFO)P(T75|507FO)dF}7

holds and we can express the above equation as
[V 0013 Fi) = 00315, Fo) | T 0 Fo)

= - / ¢S<T,5|Bn,FOW{P(T,éan,Fo> - P(T,érﬁo,Fo>}dF. (6.15)
By the dominated convergence theorem with (6.12), the right hand side

of (6.15) can be expressed as, when n — oo
- / ¢S<T,5|BmFo>¢ﬁ{P<T,5|Bn,Fo> - P(T,5|ﬁo,Fo>}dF

R P(T, 8|, Fo) — P(T, 8|5, F.
=~ [oum oty o) ST i 55, i

= —/%(T,(ﬂﬁo,Fo)¢’s(T,5|ﬁo,Fo)P(Tﬁ\ﬁo,Fo){\/ﬁ(Bn—50)}+0p(1)

~

= |67, 0160 F)T. 050 F)| { VA - B} 4o, (616)
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So from (6.15) and (6.16), we can write

/ ﬁ{qss(T,amn, Ry - qss(T,awo,Fo)}P(T,awo, Fy)dF

= |01, 3130, (T 0V )| { V(B — ) | + 040,

So (6.10) is proven. Now we prove (6.11) by following the similar idea of
proving (6.10). For each n, the following equation holds

0= \/ﬁ{/¢S(T,5|BH,FH)P(T,5]BH,Fn)dF— /¢S(T,5\BmFO)P(T,5|Bn,F0)dF}
_ ﬁ{ [ 0T 80 P01, FAF = [ 6,815 B P 015, F )i

+ / 64(T, 81, Fo) (T, |, Fy)dF — / @(Tﬁ\émFO)P<T,5an,Fo)dF}.

We can express the above equation as

/ ﬁ{@(T,aman) - ¢S<T,6|BH,FO>}P<T75|BR, F)dF
6.17)

= — / ¢s(T, 6|Bn,Fo>ﬂ{P<T,6|Ban> - P(T,5|Bn,Fo>}dF.

By using the dominated convergence theorem with (6.14) and Lemma-2,
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when n — oo, the left hand side of (6.17) can be derived as

| [va{oursin b - 02,016, ) | Pl F)ar
~ [ alo.raiinE) ~ o8, R P Fjar |
= || [{ouwaianr - ouraiim »

\/E{P(T, 8|8y, ) — P(T, 8|50, FO)}dFH

= H/{st(Ta(S‘BnaFn)_¢S<T75‘BH7FO)} X

V{P(T,6|8,, F,) — P(T, 5|80, Fo)}
P(Tv 5|BO7 FO)

(0= =)

{\/ﬁ M’(HBn — Bol| + || F — FOH) }P(T,5|BO,F0)dF‘

P(T, |5, Fo)dF' ‘

IN

- {‘/M”M/P(T,(ﬂﬂo,Fo)dF‘} X
{1, = sl 4115 = Rll) (1 = Full + 1155, = Al }

= o w1l = ll + 17 = £l (115 = Bl + 118, 5, ~ A5, 1)
= V(B — Bo)O(0,(1)) +O(0,(1).0,(1))

= V(B — Bo)-0p(1) + 0p(1)

= o0p(1+vn(Ba — Bo)), (6.18)

where we used F,, — Fy = 0,(1) from assumption (A3), By — Bo = 0p(1) and

A/E’n,Fn - ABO,FO = 0,(1) from Theorem-2.

By the dominated convergence theorem with (6.13), the right hand side
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of (6.17) can be written as, when n — oo

-/ @(T,amn,Fom{P(T,a!BmFn> - P(T,aréme}dF

X P(T,5|8,, F,) — P(T,5|3,, F;
= [ ool my TN B PO} 15, i

=~ [ 0u(T.0160, Fo) BT 8\, Fo) P(T. 8\, Fo) Vi = FoJdF + 0,(1)
= —-F [(ﬁs(T, 5|60, FO)B(T, 5|ﬂo, FO)} \/H(Fn — Fy) + 0,,(1). (6.19)
So by combining (6.18) and (6.19), the equality (6.17) is equivalent to
[ V0013 Fu) = 6.7, 0150 F) T 10 FoF
= =B |6, 160, Fo BT, 31 F) | V(E, — Fu) 4 0y (1 + Vi = o).

So equation (6.11) is also proven. Hence, we proved Lemma-6.3.

6.6 Theorem- 6.3 with proof

Theorem-6.3: The estimator 3, from EM algorithm is an asymptotically lin-
ear estimator for /3, with the efficient influence function (I})~¢,(T, 6|50, Fo),

so that
. 1 —
Vil = o) = 72 30Tl F) + 0p(1) = N{O, (1))

where I7 = E[¢,¢,] and N{0, (I)~'} is a normal distribution with mean

zero and variance (I7)~'. So the estimator 3, is efficient.

In addition b, from EM algorithm is an asymptotically linear estimator

for by with the influence function (I;)~'¢;(V'|by), so that

(b — bo) = % o) Vi) + 0,(1) 2 N{0. (1)),

where I = E[¢,¢], so the estimator b, is efficient.
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(Proof is similar to Theorem 2 of Hirose and Liu (2020)).

Proof: The profile likelihood maximum likelihood estimators Bn and Bn
from EM algorithm described in Chapter-5 (Section 5.3) are solutions to the

following system of estimating equations
> 6u(T3, 61l Ba, Fu) = 0,
=1
and .
> ai(Vilby) = 0.
i=1

Here, ¢(T;,0;|3, F,,) and ¢,(V;|b) are the profile likelihood score functions
of 5 and b defined in equations (5.21) and (5.20). Since ¢;(V;|b) is the score
function corresponding to logistic part (which is a parametric model that

doesn’t involve A), so we are going to focus on the survival part only.

Since ¢4(T6|8, F) is uniformly bounded Donsker (Lemma-6.1), so by
Lemma 19.24 (Van der Vaart, 2000), we can write

% Z {¢S<E7 51‘6717 Fn) - ¢5<7—'7;, (Si‘ﬂo, Fo)}
i=1

= \/EE [¢S(T7 5|Bm Fn) - ¢S(T? 5|507 FO):| + Op(l)v (620)

From (6.10), it follows that

N {@(T, 51, Fo) — (T 01 Fo>]

~

= B |Ou(T 0, Fo)LAT: 81, )|V, ~ o) + o)
= —LVn(By = Bo) + 0,(1). (6.21)
From (6.11), it follows that

JRE [¢S<T, 1B, ) — 64(T, 810, m]

_ {ng(T, 510, Fo) BT, |50, F@] Vi(Fy — Fy)

+ 0y (14 V1B — Bo)).- (6.22)
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Since B(T, 4|5, Fo) is in the nuisance tangent space and ¢(7’, 6|3y, Fp) is

the efficient score function, so we have
E[¢s(T, 6| Bo, Fo) B(T, 8| o, Fo)] = 0. (6.23)

Now using (6.21), (6.22) and (6.23), the right hand side of (6.20) can be

expressed as
\/EE |:¢S(T7 5’5117 Fn) - (bS(T’ 5’60, FO):|
= VB[00 ) — T30 o) +

\/EE |:¢S(T, 5|Bm Fn) - d)s(T? 5’Bm FO):|
— (B — Bo) + 0, (14 V(B0 — Bo). (6.24)

We know that \/iﬁ o &s(T;, 04 Bn, F,) = 0, so using (6.24), the equation

(6.20) can be written as
(I + 0p(1)) V(B — Bo) = % > 6u(T, 61180, Fo) + 0,(1). (6.25)
i=1

By Central Limit Theorem, we can write \/Lﬁ Yoy (T3, 04 Bo, Fo)+op(1) =
0,(1). Since I is invertible, we have (I7 + 0,(1)) " = O,(1).

So from (6.25) we can write \/n(3, — 3)) = (17 4 0,(1))

Finally we can express (6.20) as

Op(l) = Op(l)-

V(B — Bo) = L Zfs*_lﬁbs(Ti? 6ilBo, Fo) + 0p(1).

(&=

It follows that the large sample distribution of the estimator 3, can be

expressed as
Vil = o) = N{0. (7)1},

where [* = E[¢,¢,] is the efficient information (¢, is defined as efficient

score function in Theorem- 6.1).
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6.7 Efficient Score Function for Cox PH Cure Model

using Projection Theory

To get the efficient score function using the projection theory, we assume the
parameters (3, A) are evaluated at the true values 3, Ay and omit subscript
“0” for brevity.

The log-likelihood function of the survival part for one observation can

be written as

log P(T,6|5,A) = V(V){é(log At)+8'Z) - eﬁ/ZA(t)}.

Score Function for

os(T, 0|8, \) = % log P(T,8|3,A) = fy(V){Z((S — eﬁ’ZA(t)) }

Score Operator for A

Let us take a measurable function which is bounded such as g : [0,7] — R,
where g is defined in the interval [0, 7| because A is also restricted within

this interval. The path can be defined as
dAs = (1 + sg)dA.

The corresponding path for the baseline hazard function is

A0 = 2 = (14 59) B = (14 s,

The derivative of the log-likelihood function with respect to s can be

expressed as

BAT.a18.0)9 = 37| tow P15 =200 [ gwyiriu) .

s=0
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Information Operator B} B, and its Inverse (B} B,) -

Let us start with the information operator B} B, and take two arbitrary

functions f and g¢. By definition of the adjoint, we can write

(BABAS, 9) Lo(a) = (BaS, BAG) Lo(P)- (6.26)

The path defined by dA, s = (1 +rf + sg + rsfg)dA is positive for small
r and s. The corresponding path for the baseline hazard function is

dA,

Aralt) = =

= (1+rf+sg+rsfg)% =(1+rf+sg+rsfgt).

Now we can write

S e P19 A = Bas, 627)
r (r,s)=(0,0)
and
2 log P(T 815, Ar.) = Bag. (6.28)
S (r,s)=(0,0)

Using (6.27) and (6.28) we can write

(Bof. Bag)uir — E{(BAf><BAg>}

82

s vl

Now we manipulate the integral involving the function ¢, we deduce

/0 F(E)9(€)aA(E) = / 1€ < T)F©)g(€)AA©).

Indeed, if £ > T, then the contribution will be 0 to the integral. So the

last term in equation (6.29) can be expressed as

b [ resene} = sl [Mre<niosoano )
(6.30)



92CHAPTER 6. THEOREMS AND LEMMAS FOR COX PH CURE MODEL

Using Fubini’s theorem, equation (6.30) can be written as

e’z ' = e’z
E{W) / I(éST)f(f)g(S)dA(f)} <E{v<v> I(SST)f(S)},9(€)>
(6.31)

La(A)

From equation (6.26) we can write

<BzBAf,g>L2(A) —(BO0 I < T 0)

La(A)

So, the information operator is

BiBAf = E{v<v>ef”f<t < T)}f(t)-

It follows that the inverse of information operator is
-1 -1
(Bi8y) (0 = |[EGONS e < 1) 10,

The Action of the Adjoint Score Operator B} on the Score

Function ¢

Assume the differentiable paths (r, s) — P(T,6|5 + ru, As) can be exploited
with the path dA; = (1 + sg)dA. Now we can write

9 log P(T, 6|8 + ru, As) = u'¢p. (6.32)
or (r,s)=(0,0)

and
9 log P(T, 8|5 + ru, As) = Bag. (6.33)
s (r,5)=(0,0)

Using equation (6.32) and (6.33) we can write
<Ul¢f37 BA9> = E{(U’%)(BAQ)}

82
T E{ oros

= u'E{W(V)Zeﬁlz

log P(T, 4|5 + ru, AS)} (6.34)

(r,s)=(0,0)
T

g(&)dA@}.

0
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Now by manipulating the integral involving the function ¢, the equation

(6.34) can be expressed as

(wonmrg) =wvlsmze” [(He<mgane ). 639

Using the Fubini’s theorem, we can conclude that

wefhze [ e < Daoan© | = (we{snze e <1 }ote)
(6.36)

La(A)
We know that

<U'B}§¢ﬁa 9> = <U/¢ﬂ, BA9> -
L2 (P) La(A)

So we can write

Bids = E{V(V)Zeﬂlzl(t < T)}.

Efficient Score Function ¢ .4:

Finally the efficient score function can be expressed as

by = &3 — Ba(BiBa) Bigs
'z 7 [ ani| EDOV)Ze7 Tt < T)
_ 7(‘/){52 _ 2P 7NT) — [5 — e /0 dA(U)] E?V(V)eﬁ’zl(t <7 }

or{fe ] [ M)

where My(T') and M; (1) were defined in the proof of Theorem 6.1.

(6.37)

Here we have shown that the profile likelihood score function from equa-
tion (6.2) and the efficient score function based on the projection theory from

equation (6.37) are identical.
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Chapter 7

Efficient Estimation For The Joint
Model of Longitudinal and

Survival Data

7.1 Introduction

Many medical or clinical studies often deal with two types of outcome which
are longitudinal response measurements and the survival outcome such as
death, development of disease etc. (Rizopoulos, 2010, 2012). Therefore, the
joint model of longitudinal and survival data is considered one of the pow-
erful and popular techniques due to incorporating the association between
longitudinal and time-to-event outcomes (Diaz and Sampedro, 2014; Guler

et al., 2014; Ibrahim et al., 2010; Sattar et al., 2012).

The longitudinal outcome and the event outcome often modelled sepa-
rately by using the mixed effect model and the Cox PH model respectively.
Several approaches have been introduced to measure the association be-
tween longitudinal and survival data. One of the widely used approach is

the Extended Cox model where time-dependent longitudinal covariate has

95
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been used to investigate the association with the event outcome (Andersen
and Gill, 1982; Andersen et al., 2012; Fleming and Harrington, 1991). How-
ever, this model assumes that the time dependent longitudinal outcomes
do not have any measurement error (Balakrishnan and Rao, 2004; Dupuy
and Mesbah, 2002; Li and Ma, 2013; Rizopoulos, 2012; Sattar et al., 2012).
Moreover, the model also assumes that the covariates change at follow-up
time and are unchanged between the follow-up times (Kalbfleisch and Pren-
tice, 2011; Rizopoulos, 2012; Wang, 2004). However, in reality, we know that
its usual to consider measurement errors while measuring the covariates,
therefore, ignoring measurement errors in the longitudinal measurements
is one of the main limitations of this model (Bang et al., 2013). To over-
come these difficulties, the joint model of longitudinal and time-to-event
outcomes was proposed in biomedical research (Sweeting and Thompson,
2011).

To see the effect of the longitudinal outcome as a time-dependent covari-
ate on event outcome, Faucett and Thomas (1996) and Wulfsohn and Tsi-
atis (1997) have proposed the joint models of longitudinal and survival out-
comes where the longitudinal outcome and the event outcome were mod-
elled jointly rather than separately. This joint modelling approach reduced
biases while doing parameter estimation (Ibrahim et al., 2010; McCrink et al.,
2011). Tsiatis and Davidian (2001) and Yu et al. (2004) reviewed the early
works of joint models done by Henderson et al. (2000); Wang and Taylor
(2001); Wulfsohn and Tsiatis (1997). In clinical settings, the joint model of
longitudinal and survival data has been widely used for various types of
medical studies such as HIV and cancer (Brown and Ibrahim, 2003; Hanson
and Yang, 2007; Hsieh et al., 2006; Ratcliffe et al., 2004; Rizopoulos, 2010;
Viviani et al., 2014).

The profile likelihood approach in the joint model of longitudinal and
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survival data with random effects has been proposed by Wulfsohn and Tsi-
atis (1997) where the parameters were estimated using the EM algorithm.
Later Zeng and Lin (2007a,b, 2010) have followed the work of Wulfsohn and
Tsiatis (1997) for parameter estimation. In the profile likelihood approach,
we profile out the baseline hazard function and plugged the estimate of
baseline hazard in the likelihood function of the joint model of longitudi-
nal and survival data. Here the estimate of the baseline hazard function
is an implicit function [see equations (7.10) and (7.12) and Remark-7.1 in
Section-7.3.4] which is similar problem to the Cox PH cure model. How-
ever, the works of Wulfsohn and Tsiatis (1997); Zeng and Lin (2007a,b, 2010)
did not address the computation with implicit function in the profile likeli-
hood estimation. Hsieh et al. (2006) first pointed out the problem of implicit
function in the joint model of longitudinal and survival data and suggested
bootstrap method as a possible solution to compute the estimated standard

errors while using the profile likelihood approach.

The efficiency and asymptotic distribution of semiparametric maximum
likelihood estimators using a NPMLE approach have been studied by Zeng
et al. (2005), however, they didn’t use the asymptotic expansion of profile
likelihood function to get the asymptotic normality of the profile likelihood
MLE. Apart from the NPMLE approach, bayesian estimation techniques
have also been used to estimate the parameters from the joint model of lon-
gitudinal and survival data (Brown and Ibrahim, 2003; Chi and Ibrahim,
2006; Guo and Carlin, 2004; Hanson and Yang, 2007; Henderson et al., 2000;
Huang et al., 2011; Ibrahim et al., 2004; Tsiatis and Davidian, 2001; Wang
and Taylor, 2001; Xu and Zeger, 2001).

The works of Zeng et al. (2005); Zeng and Lin (2007a,b, 2010) based on
profile approach have avoided dealing with the implicit function and used

the equation (1.2) from Chapter-1 for the calculation of information matrix



98 CHAPTER 7. EFFICIENT ESTIMATION FOR THE JOINT MODEL

which didn’t require the direct expansion of the profile likelihood function.

Rizopoulos (2010) developed a R package (JM) to fit the joint model of
longitudinal and survival data and mentioned that in "Cox-PH-GH’ method,
the baseline hazard estimator is an implicit function and the standard errors
of the estimated parameters can be underestimated while calculating from
the score function (Rizopoulos, 2012). The possible reason for underestima-
tion can be the score function which has been calculated without differenti-
ating the implicit function within the log-likelihood function. Later, Hickey
et al. (2018) developed joineRML R-package where multivariate longitudi-
nal outcomes have been used for joint modelling and considered bootstrap
process to estimate the standard errors which are computationally expen-

sive.

In this chapter, we have shown an alternative approach to the method-
ologies of Zeng et al. (2005); Zeng and Lin (2007a, 2010) where the asymp-
totic normality of the profile likelihood estimator has been studied for the
joint model of longitudinal and survival data. Similar to Chapter-5, here our
contribution is that we have used the direct asymptotic expansion of profile
likelihood for the joint model of longitudinal and survival data and obtain
the explicit form of the variance estimator using the profile likelihood score

function where the estimated information matrix can be expressed as

n

F= 23" bl i) ().

i=1

Here, ¢ is the profile score function and 7 is the MLE of 7. Therefore, we
have solved the problem of estimating standard errors using the observed

information matrix based on the profile likelihood score function.

Our proposed alternative method provides us the the way to expand

the profile likelihood function directly. Moreover, we have calculated the



7.2. JOINT MODEL OF LONGITUDINAL AND SURVIVAL DATA 99

estimated standard errors of the profile likelihood estimators which is illus-
trated in the simulation study (Section-7.4) and in real-data example (Section-
7.5). For the real-data examples, we have used the datasets ("AIDS” and
"PBC’) from JM package and computed the standard errors of the estimated
parameters from the profile likelihood score function. Moreover, we have
compared our results with the output obtained from JM (method: ‘Cox-PH-
GH’) and joineRML packages.

This chapter is organized as follows. A brief discussion on joint model
of longitudinal and survival data has been given in Section-7.2. In Section-
7.3, we describe the estimation procedure to show that the profile likelihood
estimators are consistent and asymptotically normal. Results obtained from
the simulation study and real-life data are shown in Section-7.4 and Section-
7.5 respectively. This chapter concludes in Section-7.6 with a short discus-

sion.

7.2 Joint Model of Longitudinal and Survival Data

Let y;; be the response of subject 7,7 = 1,2,...n observed at time ¢;;,j =
1,2,...n;, with fixed effects covariate vector z;(¢;;) and random effects co-
variate vector z;(t;;). Now we assume a linear mixed model for the process

as
yij = mi(tiy) + eiltiy)
where m;(t;;) = z}(t;;) 8 + 2;(ti;)b; is the longidudinal process with the fixed
effects S and the random effects b;. In addition, we assume
b; ~ N(0,D)
gl(t) ~ N(Oa 02)
where random effects follows bivariate normal distribution with mean 0

and covariance matrix D. Moreover, the error ¢;(t) follows normal distribu-
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tion with mean 0 and variance 2. The random effects are assumed inde-

pendent of ¢;(t).

For the survival data, let us assume 7} and C; be the survival and cen-
soring times, respectively. Moreover, T; be the observed event time which
can be defined as 7; = min(7},C;) and 6; = I(T} < C;) be the censoring

indicator. We observe (T}, d;, w;), where w; be a vector of baseline covariates.

To measure the strength of association between m;(t) and the risk of the

event, we can express the relative risk models as
A(t[bi) = A(t) exp {'w; + a'my(t) } (7.1)

where A(t) is the baseline hazard function and v is the vector of regression
coefficients corresponding to w;. Similarly « represents the effect of the un-
derlying longitudinal outcome to the risk of the event. Let A(t) = [; \(s)ds
be the cumulative baseline hazard function. Then the survival function can

be written as

50100 = exp (= [ As) exp s+ i) s ).

7.3 Estimation: Profile Likelihood with EM Algo-

rithm

In this section, first we present the likelihood function for the joint model of
longitudinal and survival data. In Section 7.3.1, we profile out the baseline
hazard using NPMLE approach and in Section 7.3.2 construct the profile
likelihood function. Later in Section 7.3.3, we estimate the profile likeli-
hood MLE through EM algorithm and finally in Section 7.3.4, we prove the
asymptotic normality of the profile likelihood MLE.
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We assume that the time-independent random effects b; underlies in both
longitudinal and event outcomes. Therefore, b; considers not only the asso-
ciation between survival and longitudinal outcomes, but also the correlation
between the repeated measurements of the longitudinal outcome (Rizopou-

los, 2012). The joint likelihood for the observed data can be written as
L(@, 0'2, D, A) - H/ p(,-rm 5i7 Yi, bz; 87 027 D7 A)dbl
i=17bi
= T #(Ti 6t 6. 80p(0 i 5.0 D)t
i=1 7/ bi

where

p(T, 8:lbi; 0,A) = [N(T) exp {'w; + a'my(T;)}]"

T;
X exp <—/O exp {7y'w; + a'm;(s)} dA(5)> (7.2)

@il th — my tij 2
p(yilbi; B,0%) = (27“72)77”/2 eXp{_Z] 4 2()72 ) }a (7.3)

and

b, Db,
p(bi; D) = (27r)r/2det(D)1/Qexp{—Z 5 } (7.4)

Here r is the dimension of b; and (#’, 02, D)’ be the all parameters in the joint
model of longitudinal and event data where ¢’ = (5',7/,¢’). In our joint
model, (¢',0?, D)’ is the main parameter of interest whereas the cumulative

baseline hazard function A is the nuisance parameter.

Let us define the complete data by (¢;,d;,v;,0;), @ = 1,...,n which in-
cludes the observed data and unobserved b; (treating b; as missing data).
The choice for using EM algorithm is justified by the fact that the model de-
pends on a latent variable, b;. Moreover, the aim of EM algorithm is to max-

imize observed data likelihood from a complete data likelihood (Dempster
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et al., 1977). So the complete data log-likelihood function can be written as
08 L0.0%.D. :8) = 3 o {p(Ts 100, Al 50 ) .
i=1
Now the expected complete data log-likelihood under p(b|T', 6, y) will be
Eyllog L.(0,0°, D, A; b)]

i=1 7 bi

= Z {Eb[logp<Ti; 8;|bi; 0, N)] + Eyllog p(ys|bi; 8, 0°)] + Ey[log p(bs; D)]}7

i=1
(7.5)
where E}, is the expectation with respect to b ~ p(b|T, 6, y; 6, 02, D, A) which

can be expressed as

p(T,0|b; 6, M)p(ylb; B, 0*)p(b; D)
p(b|T, 6, y:60,0% D, A) =
Y ) Jyp(T 01060, A)p(ylb; B, 0*)p(b; D)db (7.6)

o< p(T, 8|b; 6, A)p(y|b; B, 0%)p(b; D).

7.3.1 Baseline Hazard Estimation

Before starting the EM algorithm, we profile out the baseline hazard func-
tion A(¢) using NPMLE. We assume that the baseline hazard, A(t) has (pos-

sible) non-zero values on the observed time ¢;:
)\(tl> = >\z Z 0; 1= 1,2,...,7’L

and A(t) = 0 for the rest of time (Murphy and Van der Vaart, 2000). Under
the assumption, the integral, A(¢) = fot A(s)ds is replaced with the sum

A(t) = i/\il{ti <.

Now the survival part of equation (7.5) can be separately maximized with

respect to \ using the log-likelihood:

Z Ey [52{ log \i +7'wi + a'm;(t) } — exp{~'w; + a'm;(t)} Z At < tz}:| ;

i=1 j=1
(7.7)
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and the score equation with respect to \;, will be
a n n

By solving the above equation, the estimate of )\, is

~ 6k
Ak(t) = Yo Hte < 6} Eylexp{~'w + o'my(ti)}]’

and the estimate of the cumulative baseline hazard can be written as

o Sil{t; <t}
"= ; Yoy 1{t < ti}Bylexp{y'w; + o'my(t)}]’

(7.8)

7.3.2 Profile Likelihood Function

The NPMLE of the baseline cumulative hazard function in the counting pro-

cess notation can be written from equation (7.8) as

w dAN;(u)
A(t; 0) / : 7.9
S e, T 7
where N;(u) = I{T; < wu,6 =1} and Y;(u) = 1{T; > u}.
Let us denote Ep, f = [ fdF,. Then A(t) can be expressed as

~ B t EFndN(u)
Nor, (1) = /0 Er Y (u) Eylexp{~'w + a'm(u)}]

Now we plug the baseline hazard estimator (A p, in the place of A) in

(7.10)

the likelihood function of the joint model to obtain the profile likelihood
function. The log-profile likelihood functions (for one observation) for Cox
PH, longitudinal and random effect components can be denoted as

log p(T;, i|bs; 0, Ag £, ), log p(ys|bi; B, o) and log p(b;; D) respectively which are

Eg,dN(T;)
Er Y (T;)Eplexp{y'w + o/m(T;) }]

log p(T5, 8 |bi; 0, Mg, ) = 5@'{ log +~7'w; + O/mi<Ti)}

— exp (’Y wi + o'my(T; > / ErY Eziisg(w)+ a'm(u)}]’

log p(y;i|bs; B, 02) = —% {nz 10g(27r)+10g(02)+(02)_1 (yz'—iﬂiﬁ—zibi),(yi—ﬂfiﬁ—zibi) },
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and
1
log p(bs; D) = —é{rlog(%r) +log |D| + b;lei}.

For simplicity, we can express log p(T;, 6;|b;; 6, /A\97Fn) as log p(T;, 0;]b;; 0, F},).
Now we can write the expected complete data profile log-likelihood func-
tion as

Eb[log Lc(e7 027 D7 AG,Fn; b)]

n

= Z {Eb[IOgP(Tia 8ilbs; 0, F)| + Ep[log p(yilbs; 8, 0%)] + Ey[log p(bs; D)]}
=1

(7.11)

7.3.3 The EM Algorithm

In this section, we will apply the EM algorithm to find the profile likeli-
hood MLE. First, we replace A with /A\97 F, In equation (7.6) and express the

posterior distribution as
p(bi|T, 61,9530, 0%, D, Ko 1) o< (T, 61b; 6, F)p(ylb; B, 0%)p(b; D).

The E-step
In the E-step, we use the current parameter estimates to find the expected

values of b as
b;

and the posterior variance of the random effects can be expressed as
var(b;) = / (b — bi)? p(BIT,0,y:0,02, D, Ay 1, ) db.
b;

Here, the integral with respect to random effects is computationally chal-
lenging as its dimension increases. Therefore we have used the Gauss-
Hermite quadrature (Rizopoulos, 2012) to evaluate the integrals in the es-

timation procedure.

The M-step
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Now we maximize the equation (7.11) with respect to (¢, o2, D) to obtain
(6,02, D). The estimated parameters from the M-step are returned into E-
step then repeat the M-step and E-step until the values of the parameters

converge.

In the M-step, we can use the closed form solutions for the estimators
of measurement error variance (0?) from longitudinal part and covariance
matrix (D) from random effect part. The closed form expressions for the

estimates of o2 and D are
= — Z szﬂ — Ilﬁ — 22160 + tr(zézivar(bi)) + lN);ZzZ;i)@

and

BIH

Sy

where N = ). n,. However, we couldn’t obtain the closed form solutions
of the score function for § = (4',7',a’). Thus for these parameters, in the

M-step, we have implemented a one-step Fisher-scoring update i.e.,

) i 1
97(Lk;+1 9 (k) + [I k) ! Zgb Eyézayz|0n’F )

=1

where ¢(73, 9, yilén, F,)® represents the score function at current iteration
calculated by using equation (7.19) and I* is the estimated information ma-

trix at current iteration which can be expressed as

1 < X X
n 4

7.3.4 Asymptotic Normality of the MLE

Here we outline the results of asymptotic normality of the profile likelihood

estimator in the joint model of longitudinal and survival data.
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The difficulty of the problem is the profile likelihood function involve
the implicit function which is similar to Cox PH cure model. We can see a
circular relationship between the equations (7.10) and (7.12). This relation
shows the estimator of the baseline hazard function is an implicit function

[Rizopoulos (2012); page-67].

We have successfully proved the asymptotic normality of the profile like-
lihood estimator in the joint model of longitudinal and survival data based
on the following two results:

1. The score functions defined in equations (7.15), (7.16) and (7.17) in
Section-7.4 don’t involve differentiation of the implicit function and

2. Without assuming the differentiability of the profile likelihood score

function (¢) with respect to 6 and F', we have shown that

E{\/ﬁ{dT,ﬂémFo) - ¢(T,5’90»F0)H

= -F P(T, 5160, Fo)¢' (T, 560, Fo)] {\/ﬁ(én — %)} +0p(1).

The proof of the above equation is similar to Lemma-6.3 from Chapter 6.
By combining the above two results, we can show not only the asymptotic
normality of the estimators but also derived the closed form expression for

information matrix in equation (7.13) .

The asymptotic properties of the profile likelihood estimator 6, with
proofs are provided in Theorem-8.1, Theorem-8.2 and Theorem-8.3 (please
see Chapter-8, where we have presented the results). The estimator én has

asymptotic normal distribution which can be expressed as
R T* -1
en ~ N{e()a ( ) }7
n

where 6, is the true values of 6 and I* = E[¢¢'] is the efficient information

matrix of the joint model, where ¢ given in equation (7.19) is the profile like-

lihood score function. In Theorem-8.1, it is shown that at the true value of
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parameters, ¢ is efficient score function. The consistency of the estimator 6,,
are provided in Theorem-8.2 and the asymptotic normality of the estimator
0, are given in Theorem-8.3. The proofs of Theorem-8.2 and Theorem-8.3
are similar to the Theorem-6.2 and Theorem-6.3 from Chapter-6. Moreover,

using equation (7.19), the estimated information matrix can be computed as

n

.1 . / )
I'= =% 6(T3, 0, yil0n, F) &' (T, 05, il Fr). (7.13)

=1

Note: Assumptions, Lemmas and Theorems are provided in Chapter-8.

Remark-7.1: The existing approaches of the joint model of longitudi-
nal and survival data don’t involve direct asymptotic expansion of the pro-
tile likelihood function. All the works of Zeng et al. (2005); Zeng and Lin
(2007a,b, 2010) have used an "approximate least favorable submodel” pro-
posed by Murphy and Van der Vaart (2000) to get the variance estimator.
Therefore they have used the equation (1.2) from Chapter-1 to calculate the

efficient information matrix.

7.4 Score Functions

The score function of § for longitudinal part can be expressed as

D (yil B,0%) = %Eb[logp(yz‘\bi;5702)] = |:xz(yl — i — zb;)| o (7.14)

The score function of 3 for survival part can be expressed as

0
Qbsﬁ(ﬂv 5@’97 Fn) = %Eb[IOgP(Tia 6Z|b’L7 0, Fn)]

= oo asr) - 2

_E, [/OTi {a:ci(s) - sz(i? } exp {Y'w; + &/m;(s)} d[\a,Fn(S)],

where

Lo(u) = Ep, [Y(u)Eyexp{yw+ a'm(u)}],
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Lig(u) = EBp, [Y(u)B ax(u)exp {y'w + a'm(u)}].
The score function of « for survival part can be expressed as

0a(T5 510, F) = ij[logp (T, 50336, F)

)]
sl -]

—FE, [/OTi {mi(s) LO<(3)) } exp {7Y'w; + a'm;(s)} dAG,Fn(S):| )

(7.16)

where
Lio(u) = Eg, [Y(u)E, m(u)exp {y'w+ a'm(u)}].
The score function of v for survival part can be expressed as
0
&1(T3:01(6, Fn) = 5= Ep[Log p(T;, 8i[bis 6. )|
_ o L1,(Th)
-alsdw- 5

— By [/OTi {wi - L;gé? } exp {7'w; + a'm;(s) } dAe,Fn(S)] ;
(7.17)

where
Li(w) = Er, [Y()By wexp {7/w + a'm(u)}].

From equations (7.14) and (7.15), the score function of /5 can be written

as

05(T;, 04, yil0, Fr) = dia(vil B, 0%) + ds5(T3, 6:10, F). (7.18)

Finally, by combining equations (7.18), (7.16) and (7.17), the score func-

tion for the joint model can be expressed as

¢6(Tia ds, yz-|9, Fn)
(T3, 00, il0, Fo) = | 0a(T3, 810, ) | - (7.19)
¢ (Ti, 0410, )
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Now we will calculate the score operator B(T;, 6;|0, F'), which is Hadamard

derivative with respect to F'. For an integrable function i with the same do-

main as F, we can express

B(T;,6:|0, F)h = Ey[dp log p(T}, 6;|bs; 0, F)| h

S EpdN(T;)  EpY(T;)Eexp{y'w + o'm(T;)}]

(u) Ep[exp{y'w + a’m(u)}]

T;
— "w; "m(T;
exp{y'w; + o'my( )}/O %

" EpdN (w)EyY (u) Eylexp{y/'w + a'm(u)}]

+ exp{~'w; + a'm;(T;)} /
0

where, E, [dplog p(T;, 0;|b;; 6, F)] represents the Hadamard derivative of
Ey[log p(T;, 6;|bs; 0, F)| with respect to F.

7.5 Application to Real Life Data

We have used the AIDS and PBC datasets from JM package as real data
examples to compare our results with the output obtained from JM (“Cox-
PH-GH” method) and joineRML packages.

7.5.1 Application to AIDS Data

We have 467 patients in the AIDS dataset having advanced human immun-
odeficiency virus infection during antiretroviral treatment. The study was
conducted to compare the efficiency of two antiretroviral drugs: didanosine
(ddI) and zalcitabine (ddC) in the time-to-death. Drug ddI or ddC were as-
signed randomly to the patients and CD4 cell counts were recorded at study
entry randomly at 2, 6, 12, and 18 months thereafter (Abrams et al., 1994).
Out of 467 individuals, 188 died (approximately 60% censoring rate).

Here our main aim is to analyze the joint model to study the associ-

ation between the CD4 count and the risk for death for advanced HIV-

(ErY (u)Eylexp{y'w + a'm(u)}])

2

b
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infected patients.. In particular, the CD4 cells are a type of white blood
cells which are part of the infection-fighting system. Therefore, a decrease
in the CD4 cell count over time is an indication to the worse condition of the
immune system of the patient, and therefore higher susceptibility to infec-
tion. CD4 represents the CD4 cell count measurements and constitutes an
important marker of the strength of the immune system, obstime- the time
points at which the corresponding longitudinal response was recorded and
treatment- a factor with levels ddC and ddlI.

First we perform a mixed model analysis where the model postulates
that the CD4 cell counts of all patients have different evolution in time from
baseline, i.e., each patient has own intercept and slope with some patients
starting with a higher CD4 count and some with lower. As a primary anal-
ysis we presented the subject-specific longitudinal profiles (Figure 7.1) and

the Kaplan-Meier estimate of survival probability (Figure 7.2).

For mixed model, in the fixed-effects part we include the main effect
of obstime and the interaction between treatment and obstime, and in the
randome-effects design matrix we include an intercept and obstime term. For
the survival submodel, we include treatment as a time-independent covari-
ate and the true underlying profile of the CD4 cell count estimated from the

longitudinal model as time-dependent covariate.

The Cox model fitted with aids.id dataset (from JM package)- containing
only the survival information (i.e., single row per patient). In the results for
the survival process, 7 is the regression coefficient corresponding to base-
line covariate (treatment) and « (association parameter) measures the asso-

ciation between the risk for death and longitudinal covariate.

The parameter estimates, estimated standard errors and 95% CIbased on
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Figure 7.1: Subject-specific evolutions in time of the CD4 cell count mea-

surements separately for ddC and ddI

CD4

Months

JM package (method:“Cox-PH-GH”), joineRML package and our approach

are given in Table 7.1.

From Table 7.1, it is observed that for all three approaches, intercept and
obstime have significant effects on CD4 in the longitudinal process. On the
other hand, from survival process it is seen that for J]M (method:”Cox-PH-
GH”) package and our approach, the treatment and CD4 cell counts have
significant effects on death of patients. Since « is significant in all three
approaches, therefore it can be said that the joint model finds a significant

strong association between the CD4 cell count and the risk for death.

Calculation procedure of estimated SE

Though all three approaches have incorporated NPMLE approach for pa-

rameter estimation, however, the estimated SE are little bit different from
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Figure 7.2: Kaplan-Meier estimate of survival probability for the ddC and

ddI treatment groups
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each other. The main reason is incorporating different methods to calculate

score function which is briefly explained as follows:

While calculating the score functions from JM (method:”Cox-PH-GH")
package, Rizopoulos (2012) has ignored differentiating the estimator of base-
line hazard function (within the log-likelihood function) and treated it as an
independent parameter. Then forward or central difference approximations
have been used to calculate the derivative of the score vector (which was
used to estimate the SE of estimated parameters). In the case of joineRML
package, Hickey et al. (2018) considered the Monte Carlo EM (MCEM) al-
gorithm and bootstrap process for estimation procedure, where they have
estimated the fixed effect coefficients by ignoring the survival part from the

estimation process.
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The advantage of our approach is that we can express the efficient infor-
mation matrix as the variance of the profile likelihood score function (using
equation 7.19). We have calculated the estimated SE of parameter estimates

through the square root of the inverse of equation (7.13).

7.5.2 Application to PBC Data

PBC is a fatal and chronic but rare liver disease which eventually leads to
cirrhosis of the liver. This study originally conducted by the Mayo Clinic
between 1974 and 1984 (Murtaugh et al., 1994) and we are considering 312
patients, where D-penicillamine and placebo were assigned randomly to
158 and 154 patients respectively. In this study, 140 died out of 312 patients
(censoring rate over 55%). Patients survival was the primary interest of this
study where they also wanted to test the efficiency of D-penicillamine. In
addition, follow-up measurements for several biomarkers such as serum
bilirubin, prothrombin time, the presence of spiders (blood vessel malfor-

mations in the skin), hepatomegaly (enlarged liver) etc. were also recorded.

In this section, we perform a joint model to test whether serum bilirubin
is a strong indicator of disease progression or not. From the Q-Q plots of
residuals while fitting linear mixed model separately for serum bilirubin, it
has been confirmed that log transformation of serum bilirubin is standard
to use (Hickey et al., 2018).

First we perform a mixed model analysis where model postulates that
the log transformation of serum bilirubin of all patients have different evo-
lution in time from baseline. As a primary analysis we presented the subject-
specific longitudinal profiles (log transformation of serum bilirubin) in Figure-
7.4 and the Kaplan-Meier estimate of survival probability in Figure-7.5. Our

main aim is to study the association between the log transformation of serum
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bilirubin and the risk for death.

From Figure-7.3, we can see that some of the patients have non-linear
profiles. Therefore, for mixed model, in both fixed-effect and random-effect
parts, we consider the natural cubic splines for year (number of years be-
tween enrolment and this visit date, remaining values on the line of data re-
fer to this visit) with two internal knots corresponding to 33.3% and 66.7% of
the observed follow-up times (Andrinopoulou and Rizopoulos, 2016). For
the survival submodel, we include treatment as a baseline covariate and
time-dependent one as the true underlying profile of the log transformation

of serum bilirubin as estimated from the longitudinal model.

In the results for the survival process, 7 is the regression coefficient cor-
responding to baseline covariate (treatment) and « (association parameter)
measures the association between longitudinal covariate (log transforma-

tion of serum bilirubin) and the risk for death.

The parameter estimates, standard errors and 95% CI using JM package
( method:“Cox-PH-GH”), joineRML package and our approach are given in
Table 7.2.

From Table 7.2, we have observed that the intercept and year have signif-
icant effects in longitudinal process (in all three approaches). On the other
hand, in survival process, only log-transformation of serum bilirubin has
significant effect on death of patients. Based on the results from all ap-
proaches, it can be said that the joint model finds a significant strong as-
sociation between the log-transformation of serum bilirubin and the risk for
death. From Table 7.2, it is seen that the estimated parameters and SE values
are different which similar case to Table 7.1. The possible reason for these

differences is explained in the section 7.5.1.
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7.6 Simulation Study

We are going to perform the simulation study where our goal is to compare
and contrast the JM (“Cox-PH-GH” method) and joineRML packages with
our proposed approach by assessing parameter and standard error estima-
tion. For simulating data, we have considered AIDS data from JM package.
In the AIDS dataset, there is a variable called "prevOl’ which has two lev-
els: “aids” and 'no-aids” where the first one denotes previous opportunistic
infection (AIDS diagnosis) at study entry and the later one is denoting no
previous infection. In this section, we are going to use the subset of pa-
tients with “aids’ factor from "prevOl’ variable for simulating datasets using
a function called ‘simulate’ from JM package. This function provides a data
frame that contains the simulated responses for the longitudinal process, the
simulated event times, the event indicator, the subject identification number

and related covariates (Rizopoulos, 2012).

A brief description about the dataset and other variables have provided
in section 7.5.1 (Application to AIDS Data). Here, first we perform a mixed
model where the model postulates that the CD4 cell counts of patients have
different evolution in time from baseline. For mixed model, in the fixed-
effects part we include the main effect of ‘obstime” and ‘treatment’, and
in the random-effects design matrix we include an intercept and ‘obstime’
term. For the survival submodel, we have considered ‘treatment’ as time-
independent covariate and the true underlying profile of the CD4 cell count
(time dependent covariate) estimated from the longitudinal model. Then
we fit a joint model using Weibull proportional hazards model with Gauss-
Hermite quadrature (method: “weibull-PH-GH") to describe the evolution
in time of the CD4 cell count of the patients with previous opportunistic in-
fection from the AIDS dataset. Using the results from this fitted joint model,
we have simulated longitudinal and survival data for our simulation pur-

pose.
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The results include samples of 200 and 300 individuals with 500 replica-
tions where the results obtained from our approach have compared with the
output obtained from JM (“Cox-PH-GH” method) and joineRML packages.
The true parameter values and the results from the simulation studies such
as mean bias, mean SE (the mean of SE estimates calculated for each fitted
model) and MSE for each configuration are given in Table-7.3 and Table-7 4.

The explicit explanation of the above mentioned statistics are given below

Let U be the estimator for the parameter of interest . From our simula-
tion study (J = 500 replicates), we obtain J estimates Uy, Uy, ..., U; for each
data generating condition. Based on these estimators, we can compute .J bi-
ases: bias; = U; — #,biasy, = Uy — 6, ...,bias; = U; — 6. Moreover, we obtain
J estimates of SF; SFl, SFQ, e SE 7. Now we can calculate the following

sample statistics for the estimates:

e Sample mean, U = Y7 U

¢ Meanbias= 33>/ (U, - U)
 MSE = 130 07
e mean SE =137 SE;

Note: Method of mean SE calculation based on our approach
We have calculated the estimated variance analytically through the inverse
of equation (7.13). For each simulated data, we can express the observed

information matrix as )
~ 1
I==> 04
P
where p is the number of individuals in each simulated data and ¢ is the

profile score function. Then the estimated SE for each fitted model can be

expressed as
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Results

In Table-7.3 and Table-7.4, the fixed effect coefficients for the longitudinal
process are defined as (fy, 81, 32). Moreover, the time independent baseline
covariate and the association parameter between longitudinal process and

survival outcome are defined as v and « respectively.

For all configurations in Table-7.3 and Table-7.4, with a few exceptions,
the mean bias estimates are very small (the parameter estimates are close to
the true values), consistently less than 0.15 with most less than 0.05. For all
three approaches, with a few exceptions, bias and MSE for each parameter

estimate decrease with increasing sample size.

Computation Time Analysis

In order to assess and compare the computational time between our ap-
proach, JM (“Cox-PH-GH” method) and joineRML packages, the average
time elapsed to get the estimates of the parameters and estimated standard
errors has recorded. For all configurations, 500 datasets have generated as
described before. The average computation times for parameter estimates

and standard errors for all three approaches are given in Table-7.5.

From Table 7.5, we can see that the average computation time is longest
for the JM (“Cox-PH-GH” method) package. The possible reason is the com-
putation process of the derivative of the score function. On the other hand,
joineRML package has incorporated bootstrap process for standard error
estimation which is comparatively faster than JM (“Cox-PH-GH” method)
package.

From Table-7.5, we can see that the average computation times are much

less for our approach compared to JM (“Cox-PH-GH” method) and join-
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eRML packages. The reason for taking shortest time is our computation
approach where the explicit form of the efficient score function has been
found via profile likelihood score function and hence we computed the SE

through the closed form of the efficient information matrix.

7.7 Discussion

It is difficult to find the estimated standard errors of profile likelihood esti-
mators from the joint model of longitudinal and survival data.The works of
Waulfsohn and Tsiatis (1997); Zeng et al. (2005); Zeng and Lin (2007a,b, 2010)
have adopted the profile likelihood approach, however, they have avoided
expanding the profile likelihood function directly. Therefore, they didn’t in-

volve the profile likelihood score function to calculate the standard error.

In this chapter, we have expanded the profile likelihood function directly
and found the estimated SE of the profile likelihood MLE in the joint model
of longitudinal and survival data. Here, we have shown the estimated SE
in terms of the profile likelihood score function. Our approach gave us not
only the analytical understanding of the profile likelihood estimation in the
joint model of longitudinal and survival data but also an alternative method
to compute the estimated SE for profile estimators based on profile likeli-

hood score function.

We have analysed the simulated and real-life data, and compared our
results with the output obtained from JM (“Cox-PH-GH” method) and join-
eRML packages. Though our approach and the JM (“Cox-PH-GH” method)
package provided similar estimates of the parameter, however, the stan-
dard errors of the estimated parameters are quite different. In “Cox-PH-
GH” method of JM package, the estimated SE are calculated based on the

derivative of the score function where the implicit function within the score



7.7. DISCUSSION 119

functions haven’t differentiated. On the other hand, we have used the pro-
file likelihood score function and got the explicit form of the information
matrix. In the case of joineRML package, bootstrap samples have been used
to calculate the SE of estimated parameters. Another advantage of our pro-
posed approach is the computation time which is faster compared to the JM

("Cox-PH-GH” method) and joineRML packages.
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Results for joint model using AIDS data
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Figure 7.3: Smooth longitudinal measurements of log transformation of

serum bilirubin from 9 randomly selected patients
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Figure 7.4: Subject-specific evolutions in time of the log transformation of

serum bilirubin separately for D-penicillamine and placebo
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Figure 7.5: Kaplan-Meier estimate of survival probability for the D-

penicillamine and placebo treatment groups
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Table 7.2: Results for joint model using PBC data

(€0£Z°1'9796°0) | S8/0°0 | SOTT'T (¥92Z°1'6200°T) | 0£S0°0 | LPTIT'T (S687°1'80v6'0) | 68800 | CSIT'T () uoneossy
(zese0'svre0-) | T8LT'O | £LPO0'0 | (8LTE€0°0Sre0-) | T69T'0 | 9€10°0- | (€9ve0'9zL€0-) | #€8T°0 | Te€T00- | (A)o1uad-qg :yuswiess)

12 %56 3s apwiysy 1D %S6 3s apwiys3y 1D %56 EQ apwiys3y

a3eyded Jnyaurof (. ,HD-Hd-X0),, :poyiaw) a8exaed I yoeoadde unQ siolaweled
$s3204d |BAIAINS 10) S} NS9Y

(6¥28'1'92L6'0) | ¥LITO 886¢€'T (€6S8°T'9£87'T) | 87600 | SEL9°T (988£'1°9855°T) | 98500 | £E€/9T (¢d) ¢(z “1eaA) su
(19£0°2°£L0S°T) | 0SPTO 616L°T (Tr£S'1'8STC’T) | Y1600 | 0S6ET (308S'T‘TOTC'T) | S¥600 | ¥S6ET (*d) T(z “4eaA) su
(L¥€9°0v96£°0) 8090°0 95150 (VSL¥'0'SL62°0) | ¥SYO'0 | S98€0 (€6/¥°0°046T°0) | SSPO'O | T98E0 (og) ad=aue1u]

12 %S6 3s apwns3y 1D %56 3s apwns3y 12 %56 s awns3y

EECPRELRTTYREDIE| (,HD-Hd-X0),, :poyraw) adexed AIf yoeoudde unQ si3jaweled

ssado4d [euipn}iSuo] 4o} s}nsay




125

7.7. DISCUSSION
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Table 7.3: Simulation results for Joint model (number of individuals
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=300,

Table 7.4: Simulation results for Joint model (number of individuals

=500)

number of simulations
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Table 7.5: Average computation time for the model parameter estimation
Average computation time (number of individuals=200)

Average computation time (seconds)

Censoring rate
43.01%

Our approach JM package joineRML package
(method: “Cox-PH-GH")
16.10 43,96 41.27

Average computation time (number of individuals=300)

Average computation time (seconds)

Censoring rate
42.45%

Our approach

JM package
(method: “Cox-PH-GH")

joineRML package

36.54

95.02

71.64
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Chapter 8

Proofs of Theorems and Lemmas
for Joint Model of Longitudinal

and Survival Data

The proof of Theorems and Lemmas to show the asymptotic normality of
profile likelihood estimator in the joint model of longitudinal and survival
data are given in this chapter. We have summarized the results of this chap-
ter in Section 7.3.4 of Chapter-7. To show the asymptotic normality of the

MLE and its asymptotic variance, we consider the following assumptions:

On the set of cdf functions /, we use the sup-norm, i.e., for F, Iy € F,
|[F' = Folleo = sup [F'(u) — Fo(u)].
For p > 0, let
G={F€F ||FF = Fls <p}.

The assumptions are given below

A1: P(T,0|b; 0y, Fy) > 6 > 0 for some positive constant § > 0 and S(7) =
P(T > 1) =FE[Y(1)] > 0.

A2: The range of z, z and w are bounded and 6§ = (a,f3,7) is in the
compact set © which follows ||z|| < M, ||z|| < M, ||w|] < M and ||8|| < M,

129
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llall < M, ||v]| < M forsome 0 < M < .

A3: The empirical cdf F), is v/n consistent i.e. \/n|F, — Fy| = O,(1).

A4: The efficient information matrix, I* = E[¢¢'] is invertible where ¢’ is
the efficient score function.

A5: True hazard function, A(¢) is bounded and positive in (0, 7).

8.1 Theorem-8.1 with proof

Theorem 8.1: At the true value of (¢, F'), we are going to proof the follow-
ings

1. Agy.;, (1) = Ao(t), the true cumulative hazard and

2. The score functions for survival part ¢.5, ¢, and ¢., defined in equa-
tions (7.15), (7.16) and (7.17) are efficient score functions (we drop the sub-
script ).
Proof:

1. Replace F), by Fj,we get from (7.10)

o B[N ()]
AGO,FO (t) - /O E[Y(U)Eb exp{’yéw + Oélom(u)}]

: (8.1)

where F is the expectation with respect to the true distribution F;,. At the

true value of the parameters (¢, F') we can write
E[dN (u)] = E[Y (u) Ey exp{yjw + agm(u)}] dAo(uw). (8.2)

So from this point of view, we have Ag, 5, (1) = Ag(t). Hence (1) is proven.
2. We know that the longitudinal and random effect parts are parametric
models those do not involve A, so we will work on the score function of the
survival part only. Now the score functions of the survival part at the true

value of the parameters (6, F') can be expressed as
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ot sty = i) - L0

-5 | ' {ints) = B2 exp o+ alnte o)
(8.3)

¢sﬁ<ﬂ,6i|eo,Fo>=Eb{a{aox Llﬁo }

To(T)
-5 | ' {aox<s> - 5 exp o + agn (o)} o)

]
(8.4)

-] [ o= B2 e -+ agm(s) o)
(8.5)

Now by combining (8.3) , (8.4) and (8.5), we can write the profile likeli-

hood score function for the survival part as

¢a(1—‘ia 5i|90a FO)
O(T, 0100, Fo) = | dsp(T3,6il60, Fo)

o+(Ti, 8160, Fo)

c\
S
—_———
—
Q
s 3
g B o
\Cf/\/
~
|
|
S =
==

} exp {1 + ahm(s)) dm)} ’

(8.6)
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where

Lo(s) = E[Y(s)Epexp {yw + agm(s)}],

Lyq,
Li(s) = Ly,
Lis,
m(s)
= E|Y(s)Ey | agx(s) |exp{yvw+ agm(s)}| . (8.7)
w

Here ¢, in equation (8.6) is the profile likelihood score function for the sur-
vival part of the joint model of longitudinal and survival data. In section
8.6, we show that the equation (8.6) is same as the efficient score function

based on the projection theory given in equation (8.21).

8.2 Lemma-8.1 with Proof

Lemma-8.1: If the assumptions (A1-A5) hold, then

(i) The class of functions {Eb[logp(T,élb;Q, F):0€0F ¢ Cp} is uni-
formly bounded Donsker.

(ii) The class of functions {¢(T,5 0, F ) 0 € ©F € Cp} is uniformly
bounded Donsker.

Proof: Proof is similar to Lemma-6.1 of Chapter-6.

8.3 Theorem- 8.2 with proof

Theorem 8.2: If the assumptions (A1-A5) hold, then
1. Ay p is continuously differentiable function at (6, F') and /A\ém r, = Mo
2.9n£>90asn—>oo

Proof: Proof is similar to Theorem- 6.2 of Chapter-6.
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8.4 Lemma- 8.3 with proof

Lemma 8.3: Suppose for assumptions (A1-A5), 0, it 0y and F,, it Iy as

n — oo, then we have

| viad o, 10, F0) - o(1. 5100, )}

= -F {¢(T, 8160, Fo)¢' (T, 5|6y, Fo)} {\/ﬁ(én - 90)} +0,(1)  (8.8)

and
E [\/E{QS(T, 810, F,) — o(T, 60, FO)H
= —F [¢(T, 8|60, Fo)B(T, 6|6y, Fo)l {\/E(Fn - Fo)}

+ 0p(1+ (b, — ). (8.9)

Proof: Proof is similar to Lemma- 6.3 of Chapter-6.

8.5 Theorem- 8.3 with proof

Theorem 8.3: The estimator 6,, from EM algorithm is an asymptotically lin-
ear estimator for 0, with the efficient influence function (I*)~'¢(T, 6|6y, Fo),

so that
Vil = 00) = <= S (I7) (T 66, Fo) + 0,(1) 25 N{0, (1)1},
=1

where I* = E[¢¢’] and N{0, (I*)~'} is a normal distribution with mean zero
and variance (I*)~'. So the estimator 6, is efficient.

Proof: Proof is similar to Theorem- 6.3 of Chapter-6.

8.6 Efficient Score Function for Joint Model using

Projection Theory

To get the efficient score function using the projection theory, we assume the

parameters (6, A) are evaluated at the true values 6y, Ay and omit subscript
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“0” for brevity.
The log-likelihood function of the survival part for one observation can

be written as

log P(T, 8|b;0,\) = Eb{é(log AT) +~'w+o'm(T)) — e”*/era/m(T)A(T)}.

Score Function for 0

m(T)
¢o(T, 610, A) = 59 log P(T,3b;0,A) = By { | aw(T) (5 - ev’w““mmA(T))

w

Score Operator for A

Let us take a measurable function which is bounded such as g : [0,7] — R,
where ¢ is defined in the interval [0, 7] because A is also restricted within

this interval. The path can be defined as
dAs = (14 sg)dA.

The corresponding path for the baseline hazard function is

M) = 2 = (1459 B = (1 s,

The derivative of the log-likelihood function with respect to s can be

expressed as

T
BA(T, 0. M)g = =|  log P(T,alh:0, A,) = Eb{ag@)—ev'“a’mm / g(u)dA<u>}.
s=0 0

Information Operator B} B, and its Inverse (B;{B A) !

Let us start with the information operator B} B, and take two arbitrary

functions f and g¢. By definition of the adjoint, we can write

(BABAS, 9) Lo(a) = (BaS, BAG) La(P)- (8.10)
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The path defined by dA, ; = (1 4+ rf + sg + rsfg)dA is positive for small
rand s. It can be written as dA,; = (1 + rf)(1 + sg)dA. The corresponding
path for the baseline hazard function is

A,
Ars(T) = =57

= (1+rf+sg+rsfg)% =1+4+rf+sg+rsfgNT).

Now we can write

g log P(T, 6]6;6,A,..) = Ba. 8.11)
T (r,5)=(0,0)
and
aﬁ log P(T, 6|b;0, A,.;) = Bag. (8.12)
S (r,s)=(0,0)

Using (8.11) and (8.12) we can write

(BAf, Bag) Lo(p) = E{ (Baf)(Bag) }

2
=k { aaa
TOS | (r,5)=(0,0)

- E{Eb ey wtemlT) /OT f(f)g(f)d/\(f)}

log P(T,6]b; 0, AT,S)} (8.13)

Now we manipulate the integral involving the function ¢, we deduce

/0 F(E)g(€)aA() = / 1€ < T)FO)g(€)A©).

Indeed, if £ > T, then the contribution will be 0 to the integral. So the

last term in equation (8.13) can be expressed as
T
p{a e [ fgg0ame )
0

_ E{Eb e [ Tl(&ST)f(f)g(f)dA(é“)}- (5.14)

Using Fubini’s theorem, equation (8.14) can be written as

p{a e M1 < Dp@aano )
= <E{Eb e““’*a’m”)f(sST>f<§>},g<§>> : (8.15)

La(A)
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From equation (8.10) we can write

<BXBAﬁg> =:<E{E%e“w+“m”“laz;73f},g> |
La(A) La(A)

So, the information operator is
B;BAf::E{Eg@“ﬁMWGVMthU}f@y

It follows that the inverse of information operator is
-1
WWﬁﬁwzhpwwwmmSﬂwa

The Action of the Adjoint Score Operator B on the Score

Function ¢y

Assume the differentiable paths (r, s) — P (T, §|b; +7ru, A,) can be exploited
with the path dA; = (1 + sg)dA. Now we can write

— log P(T,0|b; 0 + ru, Ay) = u'¢y. (8.16)
or (r,s)=(0,0)

and
9 log P(T,8]b;0 + ru, As) = Bag. (8.17)
s (r,5)=(0,0)

Using equation (8.16) and (8.17) we can write

<u'¢9, BAg> = E{(u/¢0)(BAg)}

2
= _E{(‘)a@ logP(T,5|b;0+ru,A5)}
"O51(r,5)=(0,0) (8.18)
m(T) T
=u'E By | ax(T) e relmih) / 9(&)dA(E)
0
w

Now by manipulating the integral involving the function ¢, the equation

(8.18) can be expressed as
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m(T) T
<u’¢a,BAg> =uWE{ By | az(T) | vtem® / I(E <T)g(&)dA(€) §. (8.19)
0

w

Using the Fubini’s theorem, we can conclude that
WES By | ax(T) | tem® / 1(§ < T)g(§)dA(E)
0

:<u’E By | az(T) [t @re <)}, g(§)> . (8.20)

La(A)
We know that
<UIB/*\¢979> = <Ul¢9, BA9> :
La(P) La(A)
So we can write
m(T)
Bigg=E{ By | ax(T) | DI{t <T)
w
Efficient Score Function ¢ .4:
Finally the efficient score function can be expressed as
Gep = P9 — B (BXBA)ABZ%
Ly(T
=5 1|0 _
b az(T) To(T)
w
m(s)
’ ( Ly (S> / /
— Ly ax(s) | — exp {7'w + a'm(s)} dA(s)
0 Lo(s)
w

(8.21)



138 CHAPTER 8. THEOREMS AND LEMMAS FOR JOINT MODEL

where Ly(T") and L,(7T") were defined in the proof of Theorem 8.1 (equation
8.7).

Here we have shown that the profile likelihood score function from equa-
tion (8.6) and the efficient score function based on the projection theory from

equation (8.21) are identical.



Chapter 9

Conclusion

The Cox PH cure model and joint model of longitudinal and survival data
have received much attention in recent years in the field of public health,
medical studies and biostatistics. The classical survival models assume that
all patients will eventually experience the event of interest. However, mix-
ture cure model such as Cox PH cure models take into account for a pro-
portion of subjects who will never experience the event. Therefore, Cox PH
cure model has been used to model the cured and uncured individuals si-
multaneously. In the case of joint model of longitudinal and survival data,
we model the longitudinal process and survival outcome simultaneously.
The objective of the joint model is to investigate the effect of time depen-
dent longitudinal process on survival outcome. Therefore, joint model is
an useful statistical tool to study the association between repeated measure-

ments and survival outcome.

It is difficult to find the estimated SE for the parametric estimators using
profile likelihood approach from the Cox PH cure model and joint model
due to the presence of an implicit function in the profile likelihood func-
tion which is difficult to differentiate (Hirose and Liu, 2020). In this the-
sis, we have solved the theoretical challenge for these models by showing

the equation (1.3) without assuming the differentiability of the profile like-
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lihood score function. We have expanded the profile likelihood function di-
rectly and found the estimated SE of the profile likelihood MLE in the Cox
PH cure model and joint model of longitudinal and survival data. More-
over, we have expressed the standard errors in terms of the profile likeli-

hood score function.

The goal of this thesis is to propose an alternative approach of Murphy
and Van der Vaart (2000) to analyse the Cox PH cure model and the joint
model of longitudinal and survival data based on profile likelihood ap-
proach. Due to the theoretical and computational complexity in the method
of Murphy and Van der Vaart (2000), the R-packages: smcure, JM (“Cox-
PH-GH” method) and joineRML have avoided the method of Murphy and
Van der Vaart (2000) to calculate the standard errors. Among these pack-
ages, smcure and joineRML have used bootstrap process to calculate the
estimated standard errors (Cai et al., 2012; Hickey et al., 2018). On the other
hand, J]M (“Cox-PH-GH” method) package has used the derivative of the
score function (without differentiating the implicit function) for SE calcula-
tion. From computational perspective, to show the advantage of our pro-
posed approach, we have performed the simulation studies and analysed
the real-life data to compare our results with the output obtained from sm-

cure, JM (“Cox-PH-GH” method) and joineRML R-packages.

In Chapter-2, we have reviewed the theory of estimation with finite di-
mensional parameters and the estimation process with finite and infinite di-
mensional nuisance parameters. Moreover, we have discussed the concept
of the influence function and its relationship to the asymptotic variance of
the estimator and showed the asymptotic normality of MLE for all configu-

rations.

In Chapter-3, a brief explanation on the profile likelihood concept has
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been highlighted. Moreover, we have reviewed the work of Hirose (2011b)
where the efficiency of profile likelihood approach in semi-parametric mod-
els has been highlighted.

In Chapter-4, we briefly described the Cox PH model with estimation
procedure based on partial likelihood and profile likelihood approaches.
Later, we computed the score function of Cox PH model based on profile
likelihood approach, and calculated the efficient score function based on the
projection theory. Finally, we have shown that the score function based on
profile likelihood and projection theory are identical. Therefore, the score
function calculated from profile likelihood approach is efficient score func-

tion.

In Chapter-5, we have shown the asymptotic normality of the maximum
profile likelihood estimator via asymptotic expansion of the profile likeli-
hood and derived the estimated information matrix for the Cox PH cure
model (without assuming the differentiability of the profile likelihood score
function) to estimate the standard errors. Here, we have expressed the ef-
ficient information matrix of the Cox PH cure model as the variance of the
profile likelihood score function. Later we have performed simulation study
and compared the bias, SE, MSE, coverage rate and computation time with
the output obtained from smcure R-package. We found that for all configu-
rations, with only a few exceptions, both smcure package and our proposed
approach have provided similar results. In the case of computation time,
our proposed approach takes less time compared to the smcure package.
Moreover, for real-life data comparison, we have used Eastern Cooperative
Oncology Group data. Due to the presence of implicit function in the EM
algorithm, smcure package has used bootstrap process to calculate the stan-
dard errors of the estimated parameters, whereas we have found the explicit

form of the efficient score function via profile likelihood score function and
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computed the SE analytically through the efficient information matrix.

In Chapter-6, we have stated the necessary assumptions and proved the
theorems and lemmas which were used to show the asymptotic normality

of the profile likelihood estimator in the Cox PH cure model.

In Chapter-7, the asymptotic normality of the maximum profile likeli-
hood estimator in the joint model of longitudinal and survival data has been
shown via asymptotic expansion of the profile likelihood function. Similar
to the Cox PH cure model, we have expanded the profile likelihood func-
tion and expressed the efficient information matrix without assuming the
differentiability of the profile likelihood score function. For the purpose of
analysis, we have used the AIDS and PBC datasets from JM package as real-
life data examples to compare our results with the output obtained from JM
(“Cox-PH-GH” method) and joineRML packages. In JM (method: "Cox-PH-
GH’") package, score function has been calculated from the derivative of the
log-likelihood function (by ignoring the derivative of the implicit function
within the log-likelihood function) for standard error estimation whereas
joineRML package has considered the bootstrap samples. In the case of our
approach, we have expressed the efficient information matrix as the vari-
ance of the profile likelihood score function. We have also performed the
simulation study and compared the bias, SE, MSE and computation time
with the output obtained from JM (“Cox-PH-GH” method) and joineRML
packages. We found that the computation time for our proposed approach
are much less compared to the JM (“Cox-PH-GH” method) and joineRML
packages.

In Chapter-8, we have proven the theorems and lemmas which were
used to show the asymptotic normality of the profile likelihood estimator in

the joint model of longitudinal and survival data with random effects.
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In summary, we have expanded the profile likelihood function directly
for the Cox PH cure model and joint model of longitudinal and survival
data. Moreover, we have found the estimated SE of the profile likelihood
MLE and expressed the efficient information matrix in terms of the profile
likelihood score function. Our proposed technique gave us not only the
analytical understanding of the profile likelihood estimation but also pro-
vided closed form expression to compute the SE of the profile likelihood
MLE without assuming the differentiability of the profile likelihood score

function.

9.1 Limitation and future research

In this thesis, we have used e1684 data in Chapter 5, and AIDS and PBC data
in Chapter 7 for real-life data analysis. These historic datasets are publicly
available and easy to extract from the smcure, JM ("Cox-PH-GH’) and join-
eRML R-packages. Hence we have used the above mentioned datasets to
show the better performance and computational efficiency of our proposed
approach over the existing R-packages. However, it is a fact that the ex-
amples with publicly available data can be out of date, therefore, for future
research we will use modern and up-to-date clinical and medical datasets
for example newly released Demographic Health Survey (DHS) datasets.
Since the thesis emphasizes the practical importance of the cure model and
joint model in the field of medical science, therefore, it will be great to see
the plausibility of our proposed approach while using up-to-date clinical

datasets.

Another limitation is that we have considered the application of our ap-
proach to the interval censored data with the proportional hazard model.

However, we are unable to generalize our proposed profile likelihood ap-
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proach to the interval censored data. This is because the profile likelihood
approach requires a closed form expression of the estimator of the baseline

hazard function which is not available in the setting of interval censoring.

For the Cox PH cure model, we have considered only time-independent
covariates. The Cox PH cure model is identifiable because the cured sub-
population leads to a specific pattern of decrease in hazard ratios over time.
However, the scenarios with time dependent covariates and time-dependent
coefficients remain to be established. Therefore, for our future research, we
can consider the above mentioned scenarios to check whether it is possible
to distinguish the model from one where the effects of covariates just de-

crease over time.

On the other hand, we can consider several extensions of the joint model
of longitudinal and survival data for future research which includes several
families of parametrizations for the association structure between the longi-
tudinal and survival outcomes, joint models with multiple longitudinal re-
sponses and incorporating stratification factors (either observed or latent).
One possible limitation of fitting multivariate joint models is the numerical
integration with respect to the random effects which will create the com-
putational complexity. More specifically, when the number of longitudinal
outcomes increased from moderate to large, it is quite evident that the di-
mensionality of the random effects vector is going to be increase as well.
Moreover, the situation will become more complex when the subject-specific
longitudinal profiles are non-linear (which require even higher-dimensional
random effects vectors). Therefore, it will be difficult to handle the complex
situation such as joint model (with high-dimensional data) while using the
profile likelihood approach and hence we may need to come up with a new

approach to handle more complex settings.
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