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Preface

Survival or time-to-event data arise in various research areas such as medicine,
epidemiology, genetics, engineering, econometrics, and sociology. Survival data
have unique features including incomplete observation such as censoring and/or
truncation. Use of semi-parametric models and potential correlation among
time-to-events from the same cluster can make the statistical inference further
complicated.

Broad classes of multivariate models using random effects have been developed.
For inferences about unobserved random variables, the hierarchical (or h-)like-
lihood has been proposed by Lee and Nelder (1996). This book presents recent
works on h-likelihood for the analysis of survival data. The h-likelihood method has
been used to make inferences on the random effects models, especially for the
frailty model for time-to-event data, where the frailties are treated as unobserved yet
realized in the data. The h-likelihood allows an extension to the frailty models under
competing risks as well as to the models for joint outcomes, e.g., longitudinal and
event time outcomes. The h-likelihood method estimates the population parameters
and the random effects simultaneously, with the random effects being updated from
the observed data. This book covers the state-of-the-art h-likelihood methods,
which include interval estimation of the individual frailty and variable selection
of the covariates in the general class for the frailty models with or without com-
peting risks. A beauty of the h-likelihood is that once the statistical model is
specified parametrically or nonparametrically, the required inference procedures can
be made.

A systematic presentation of the h-likelihood procedures and identification of
future directions in survival analysis would be meaningful contributions to the field.
Although most of the examples in this book came from biomedical sciences, the
methodology is also applicable to engineering, econometrics, and other fields,
whenever event times are collected and used for statistical inference.

The targeted audience includes researchers in medicine, graduate students, and
Ph.D. (bio)statisticians, interested in working with clustered survival data with or
without competing risks. Knowledge of survival analysis at an introductory graduate
level is the minimum prerequisite to read this book. To be reader-friendly, the



vi Preface

technical details including derivations and proofs are given in the Appendix of each
chapter. Real data examples are furnished with R codes to provide readers with useful
hands-on tools such as frail tyHL in Comprehensive R Archive Network (CRAN).
The majority of data sets used in the book are available at URL http://cran.r-
project.org/package=failtyHL for the R package frailtyHL (Haet al.
2018).

We are grateful to an anonymous reviewer, Prof. Richard Sylvester, Prof. Gilbert
MacKenzie, Dr. Maengseok Noh, Mr. Hyunseong Park, Ms. Eunyoung Park, and
Mr. Ji Hoon Kwon for their numerous useful comments and suggestions.

Busan, Korea Il Do Ha
Pittsburgh, USA Jong-Hyeon Jeong
Seoul, Korea Youngjo Lee

November 2017
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Chapter 1
Introduction

1.1 Goals

The likelihood, introduced by Fisher (1922), plays an important role in statistical
inference about fixed unknowns, namely parameters. The beauty of the likelihood
is that once the statistical model is specified parametrically or nonparametrically,
the associated inference procedures for the parameters of interest are straightfor-
ward. Statistical models have been enriched and actively extended in the literature
by allowing random unknowns such as frailties in addition to fixed unknowns. We
review recent work on extension of the hierarchical likelihood (h-likelihood) of Lee
and Nelder (1996) to time-to-event (survival) data. The h-likelihood overcomes var-
ious challenges due to incomplete observations caused by censoring, truncation, and
competing events, and presents further extension of existing work, such as compli-
cated structured frailty and joint models.

Survival (time-to-event) data arise in various areas such as medicine, epidemi-
ology, genetics, engineering, econometrics, and sociology, among others. The Cox
(1972) proportional hazards (PH) model and the accelerated failure time (AFT)
model have been popular for the analysis of survival data and they have been recently
extended to multivariate models by incorporating random effects (frailties) to explain
dependency and/or heterogeneity among correlated (or multivariate) survival out-
comes in the population.

This book presents the h-likelihood approach to statistical inference on corre-
lated survival data. This approach avoids computational difficulties due to intractable
integrations that are needed to calculate the marginal likelihood. Moreover, the h-
likelihood inference allows for subject-specific inferences on random effects. To be
reader-friendly, the technical details including derivations and proofs are given in
Appendix of each chapter. Real data examples are furnished with software programs
in R to provide readers with useful hands-on tools such as frailtyHL in CRAN.

A systematic review of the h-likelihood methods is important for an identification
of future direction of the field. This book will also present state-of-the-art statistical
methods that were recently developed in likelihood theory and application. Interval

© Springer Nature Singapore Pte Ltd. 2017 1
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2 1 Introduction

estimation of the individual frailty and variable selection of covariates in the general
class models with frailties have been of special interest. The interval estimation of
frailty could be useful for investigating heterogeneity in treatment effects across
centers from multicenter clinical trials and variable selection is useful for models
with large number of covariates.

This book is organized as follows. In this chapter, we present several motivating
examples of correlated survival data which will be used to fit survival models with
random effects such as frailty models, competing-risks frailty models, and mixed-
effect models in the later chapters. In Chap. 2, we review the basic methodologies in
survival analysis for modeling and analyzing univariate survival data, which include
Kaplan—Meier estimator of the survival function, Nelson—Aalen estimator of the
cumulative hazard function, the Cox’s PH model, and the AFT model. In Chap. 3,
we outline the h-likelihood methods for random-effect models in general. Extended
likelihood inferences on statistical models with random effects are reviewed from the
perspectives of frequentist and Bayesian approaches. In Chap. 4, we present infer-
ences on simple frailty models with one frailty term, together with illustration of
frailtyHL R-package. We discuss the h-likelihood procedures under right censor-
ing and left truncation. In Chap. 5, we present extensions to multicomponent frailty
models, allowing correlation among frailties. We show that h-likelihood methods
developed for the single frailty model can be straightforwardly extended to mul-
ticomponent models. In Chap. 6, we present inferences on competing-risks frailty
models via both cause-specific hazards and subdistribution hazards. In Chap. 7, we
present the variable selection procedures using the penalized h-likelihood under
the frailty models with and without competing risks. In Chap.8, we present AFT
models with random effects for correlated survival data with real applications. In
Chap.9, we present joint models for time-to-event and repeated measures data. In
the last chapter, we present miscellaneous topics, including competing-risks mod-
els for multistate data including missing causes of failure, and further extensions.
Finally in Appendix A, we summarize specific matrix and vector components in the
fundamental formulas of the estimating equations for fixed and random effects used
in previous chapters.

1.2 Motivating Examples

Univariate and multivariate survival data usually consist of a single event time and
a series of multiple (or recurrent) event times from each individual, respectively.
Figure 1.1 displays specific examples of a single event and recurrent events. That
is, a single event is a transition from one state (alive) to another state (dead) for a
subject, whereas recurrent events are transitions from baseline state (disease-free) to
the first state (first recurrence) and the second state (second recurrence) for a subject.
Thus, single event times are independent because each (presumably independent)
individual experiences only one event, while recurrent event times from the same
individual may be correlated. Other types of events include clustered events from


http://dx.doi.org/10.1007/978-981-10-6557-6_2
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Fig. 1.1 Single event and ]
recurrent events Single event Alive I D?ad
(Healthy) (Sick)
Disease- 1¢t 2nd
Recurrent events free Recurrence Recurrence

multicenter clinical trials and competing-risks events as we shall investigate later.
Below, we illustrate some practical examples of multivariate (or correlated) survival
data which will be used throughout this book.

1.2.1 Kidney Infection Data

The data set consists of times to the first and second recurrences of kidney infection
in 38 patients using a portable dialysis machine (McGilchrist and Aisbett 1991).
Infections can occur at the location of insertion of the catheter. The catheter is later
removed if infection occurs and can be removed for other reasons, which is treated
as censoring; about 23.7% of the data were censored. Here, each event time is time to
infection since insertion of the catheter. The covariates of interest are Age, Sex (1 =
female, 0 = male), and three indicator variables for glumerulonephritis (GN), acute
tubular nephropathy (AN) and polycystic kidney disease (PKD) which are different
types of kidney disease. The infection times from the same patient, as shown in the
case of recurrent events in Fig. 1.1, are likely to be related due to the shared patient
effect.

1.2.2 Litter-Matched Rat Data

The data set presented by Mantel et al. (1977) is from a tumorigenesis study of
50 litters of female rats. For each litter, one rat was selected to receive the study
drug and the other two rats were treated with placebo. Here, each litter is treated as a
cluster. Event time is time to development of tumor, measured in weeks. Death before
occurrence of tumor was, for simplicity, treated as a right-censored observation, even
if it is clearly a competing event; forty rats developed a tumor, leading to about 73%
censoring. Event times for rats within a litter may be correlated due to the shared
genetic or environmental effects.
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1.2.3 Chronic Granulomatous Disease (CGD) Nested
Recurrent Data

The CGD data set (Fleming and Harrington 1991) is from a placebo-controlled
randomized trial of gamma interferon in chronic granulomatous disease. The trial
aimed to investigate the effectiveness of gamma interferon (v-IFN) in reducing the
rate of serious infections in CGD patients. In total, 128 patients from 13 hospitals
were followed for about 1 year. The number of patients accrued per hospital ranged
from 4 to 26. Among 63 patients in the treatment group, 14 patients experienced at
least one infection and a total of 20 infections were recorded. In the placebo group,
30 out of 65 patients experienced at least one infection, with a total of 56 infections
being recorded.

Time to event in this example is the gap time (inter-arrival time) between recurrent
infection times. Censoring occurred at the last follow-up for all patients, except one,
who experienced a serious infection on the date he left the study. In this study, roughly
63% of the individuals were censored. In Chap.5, we model the gap times, with
the fixed covariates x;;x = (Xjk1, - - -, x,-‘,»klo)T, where x; i is a treatment indicator
(0 = placebo, 1 = ~v-IFN), x;jx> pattern of inheritance (0 = autosomal recessive,
1 = X-linked), x;x3 age (in years), x;ji4 height (in cm), x; x5 weight (in kg), x;jxe use
of corticosteroids at time of study entry (0 = no, 1 = yes), x;;x7 use of prophylactic
antibiotics at time of study entry (0 = no, 1 = yes), x;jzs sex (0 = male, 1 = female),
Xijko hospital region (0 = U.S., 1 = Europe), and x;jx10 a longitudinal variable,
representing the accumulated time from the first infection (in years). The rationale for
creating such a time-dependent covariate is to investigate how the risk of subsequent
infection depends on time from the first infection. A positive coefficient would imply
an increasing risk of subsequent infection with elapsed time.

1.2.4 Bladder Cancer Multicenter Data

This data set came from 410 patients with stages Ta and T1 bladder cancer from
21 centers that participated in the EORTC trial 30791 (Sylvester et al. 2006). Time
to event is the duration of the disease-free interval (DFI), which is defined as time
from randomization to the date of the first recurrence. Patients who did not experience
recurrence at the end of the follow-up period were censored at their last date of follow-
up; 204 patients (49.8%) were censored. Two covariates of interest are: CHEMO
(0 = No, 1 = Yes) and TUSTAT (0 = Primary, 1 = Recurrent), where CHEMO
is the treatment indicator representing chemotherapy and TUSTAT is an indicator
representing prior recurrent rate. Patients with missing values for TUSTAT were
excluded. The numbers of patients enrolled per center varied from 3 to 78, with the
mean of 19.5 and the median of 15. Event times (DFI) are expected to be correlated
among patients from the same center.
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1.2.5 Lung Cancer Multicenter Data

We will also examine the data from the EST 1582 multicenter lung cancer trial
(Ettinger et al. 1990). This trial enrolled 579 patients from 31 distinct institutions
(centers). The number of patients enrolled per institution ranged from 1 to 56, with
the mean of 18.7 and the median of 17. The subjects were randomized to one of
two treatment arms, standard chemotherapy (CAV) or an alternating regimen (CAV-
HEM). The primary endpoint was the time (in years) from randomization to death.
The study had a high mortality rate with the censoring rate of only 1.7%. The median
survival time and maximum follow-up were 0.86 years and 8.45 years, respectively.
Five dichotomous covariates considered are treatment (x;;; = 0 for CAV and 1 for
CAV-HEM), presence or absence of bone metastases (x;j2), presence or absence of
liver metastases (x;;3), whether the subject was ambulatory or confined to bed or
chair (x;;4), and whether there was a weight loss prior to entry (x;;s).

1.2.6 Breast Cancer Competing-Risks Data

We examine a breast cancer dataset from a multicenter clinical trial conducted by the
National Surgical Adjuvant Breast and Bowel Project (NSABP; Fisher et al. 1989,
1996), which was one of the National Cancer Institute (NCI) cooperative groups.
Total 2,817 eligible patients from 167 distinct centers were followed up for about 20
years since randomization. The number of patients per center varied from 1 to 241,
with the mean of 16.9 and the median of 8. The patients were randomized to one of two
treatment arms, tamoxifen (1413 patients) or placebo (1404 patients). The average
age of patients was 55 and the average tumor size was about 2 centimeters. The aim
of the analysis was to investigate the effect of a hormonal treatment (tamoxifen)
on local or regional recurrence. Two event types were considered; the first type
was local or regional recurrence (Type 1) and the second type was a new primary
cancer, distance recurrence or death (Type 2). Only the event that occurs first was
of interest in this analysis, so that the repeated event times were not considered.
There were 314 Type 1 events (11.15%), 1303 Type 2 events (46.25%), and 1200
patients (42.60%) were censored at the last follow-up. Here, covariates of interest
are treatment (tamoxifen = 1, placebo = 0), age, and tumor size.



Chapter 2
Classical Survival Analysis

Let T be time-to-event (failure time), which is a nonnegative random variable. In
medicine, a typical example is time from the onset of a condition or an initiation of
treatment to death. In studies of reliability of products (or components), time to failure
of light bulbs, for example, is often of interest. Rather than using such specific terms,
economists refer to durations between events (e.g., duration of unemployment). The
distribution of failure time is usually non-normal and skewed.

Survival data are typically incomplete because they are subject to censoring and/or
truncation, either from left or right. Survival data can be either univariate or multi-
variate as shown in Chap. 1. Below, we further elaborate on the features of survival
data.

(1) Censoring

A true event time is said to be right censored if the event did not occur at the time
when the analysis is performed, so it is only known that the true event time is larger
than the end of the observation period. Similarly, left censoring occurs when an
event is only known to have occurred before an observation begins. Right censoring
is commonly encountered in survival data, but left censoring is relatively rare. In
particular, right censoring that occurs when the observation period of a study ends is
often referred to as administrative censoring.

There exist three types of right censoring. Under Type I censoring, the duration
of censoring time is fixed as the same for all subjects. Under Type II censoring, a
study continues until the prespecified number of failures (e.g., testing of equipment
life) is reached, implying that the censoring times are random. Random censoring
usually occurs due to staggered entry of patients into the study in clinical trials,
where survival time of each patient is measured from study entry time (Cox and
Oakes 1984). Figure 2.1 illustrates rearrangement of survival times from calendar
time to entry time under random censoring due to staggered entry and loss to follow
up or the end of study.

© Springer Nature Singapore Pte Ltd. 2017 7
I.D. Ha et al., Statistical Modelling of Survival Data with Random Effects,
Statistics for Biology and Health, https://doi.org/10.1007/978-981-10-6557-6_2
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Patient number
1 L] °
2 ° —
3 0
| - |
5 —0 O
6 o]
End of recruitment End of study t=0

Study time Patient time

Fig. 2.1 Example of random censoring in six patients; e, death; o, censoring

Additionally, interval censoring occurs when the event time is known to have
occurred only within an interval, and doubly censoring refers to the case where both
left censoring and right censoring occur.

(2) Truncation

Truncation often induces an exclusion of certain subjects from analysis, which might
introduce sampling bias into statistical inference.

Left truncation occurs when subjects enter a study at a particular age (not neces-
sarily the origin for the event of interest) and are followed from this delayed entry
time until the event occurs or until the subject is censored. Therefore, under left trun-
cation, units that have already experienced the event of interest (e.g., death) before
a study begins are excluded (Keiding 1992). This phenomenon is also called “stock
sampling with follow up” in econometrics since only those in the “alive state” at a
given time are sampled (Lancaster 1990).

Right truncation occurs when only individuals who have experienced the event of
interest are included in the study (Klein and Moeschberger 2003). Right truncation
can occur in retrospective studies, for example, when studying the incubation period
for AIDS in patients who have already developed the disease. In this book, we will
mainly focus on random right censoring including left truncated and right censored
(LTRC). Here, LTRC data occur when individuals enter a study at a particular time
point with constraints and are followed from this entry time until the individual is
censored or experiences an event.
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2.1 Hazard and Survival Function

We first present the basic definitions of survival and hazard function and their rela-
tionships, which are the fundamental quantities for parametric and nonparametric
inference on survival data.

Assume that failure time 7 is a nonnegative continuous random variable with a
density function f () and a corresponding distribution function F'(¢) = P(T <t).
The survival function of T, the probability of an individual surviving beyond time ¢
or not experiencing a failure up to time ¢, is defined by

S(t)=P(T >1) =/0° f(x)dx.

For a distribution of lifetimes of an industrial item, S(¢) is referred to as the reliability
function of T (Crowder et al. 1991). From the definition of F(¢), we have that

S(t) = 1 — P(an individual fails before or at t) = 1 — F(¢).
Notice that S(¢) is a monotonically decreasing continuous function with
S(0) =1 and S(00) = lim,;— o, S() = 0.
The hazard function is defined by

P <T <t+ At|T > 1)

A1) = limp;—o

At
. Pt <T <t+At)/At
= limp,0
P(T > 1)
F0)
S(t)

which is the instantaneous failure rate at time ¢, given the individual surviving just
prior to ¢. In particular, A(¢) At is the approximate probability of dying in [z, t + Af),
given survival just prior to time ¢. The hazard function is also referred as the hazard
rate, failure rate, the force of mortality, and intensity function. The corresponding
cumulative (or integrated) hazard function is defined as

t
A(t) = / A(x)dx.
0
From the definition A(z) = f(¢)/S(¢), we have the following relationships:

d
A1) = T log S(t)
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since (1) = —dS(t)/dt, and
S(t) = exp{—A()}
since , ,
A(t) =/0 Ax)dx =/0 {f(x)/S(x)}dx = —log S(z).
Note that A(c0) = lim,_, o, A(f) = oo and
F@) =A@®)S@) = A1) exp{—A(D)}.

Thus, the hazard function characterizes the probability density function of survival
time.

2.1.1 Parametric Distributions for Survival Times

The distribution of survival time is often positively skewed. The exponential and
Weibull distributions are popular choices for modeling survival data.

Exponential distribution: The exponential distribution is featured with a constant
hazard over time:

A)=A t>0,
where A > 0, implying that
A(t) = Xt and S(¢) = exp{—A(?)} = exp(—Ar).
Thus, the density is given by
f(@) = A@)exp{—A)} = dexp(=XAt) t>0.

Weibull distribution: The Weibull distribution enjoys various hazard shapes char-
acterized by a parameter ¢:

o) =X\pt®h >0,

where A > 0 is a scale parameter and ¢ > 0 is a shape parameter. The Weibull
distribution is fairly flexible because its hazard function () is monotone increasing
if > 1, monotone decreasingif ¢ < 1, and constantif ¢ = 1, giving the exponential
distribution as a special case. Since

A(t) = M? and S(1) = exp(—\r?),
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Table 2.1 Useful parametric distributions for survival analysis

Distribution Hazard rate A\(¢) Survival function Density function f(¢)
S(@)

Exponential (A > 0) | A exp(—Ar) Aexp(—At)

Weibull (A, ¢ > 0) | Apr®~! exp(—\t?) Aot~ Lexp(—At?)

Log-normal f@)/S@) 1 — ®{(nt — p)/o} | p{(nt — ,u)/a}((ft)_1

(c>0,neR)

Log-logistic W@t /(1 + M) [ 1/(1 + Ae?) A2~ /(1 + Ar?)?

A>0,¢0>0)

Gamma (\, ¢ > 0) | f(1)/S(@) 1—1()\t, ) A2/ T () Lexp(—r)

Gompertz e exp{%(l — e} e exp{%(l —e?))

(A, ¢ > 0)

@) [p()], c.d.f [p.d.f.] of N(O,1); I (x, ¢) = ﬁ Jo u®~te~"du, incomplete gamma function

we have
f(0) = Mot Lexp(—=At?) t>0.

Note that
log{—1log S(¢)} = log A + ¢ logt,

which is used for checking the Weibull model.

Table2.1 summarizes useful parametric distributions including exponential,
Weibull, log-normal, log-logistic, gamma, and Gompertz. These parametric distribu-
tions have been implemented in the survreg () function in the R package survival
as we see in Sect.2.4.

Percentile of Distribution

In many applications, the percentile of a failure time distribution is of interest, e.g., the
median survival time. The 100 pth percentile (or the pth quantile) of the distribution
of T is the value 7, satisfying

which is equivalent to S(¢,) = 1 — p. Thatis, t, = F ~!(p) indicates the time point
to which the 100p% of population will fail; in particular, the median survival time

fo.5 is the median of distribution of 7. For example, t, = —log(1 — p)/A for an
exponential distribution and 7, = {—log(1 — p)/A}'/? for a Weibull distribution.

2.1.2 Nonparametric Estimation of Basic Quantities

In survival analysis, parametric methods based on distributions in Table 2.1 have been
well developed and would provide efficient results when the parametric assumptions
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are satisfied in the data. In practice, however, when the underlying distributional
assumption is not testable as in the designing stage of a study or the parametric
assumptions are not satisfied in the observed data, nonparametric methods are prefer-
able.

Let 7; (i =1, ..., n) be the potential failure time and C; be the corresponding
potential censoring time for the i th individual. Then, the observable random variables
are

Y; = min(7;, G;) and §; = I(T; < C),

where /(-) is the indicator function. The following are the two usual assumptions
under noninformative censoring:

Assumption 1: 7;’s and C;’s are independent, and pairs (7;, C;)’s are also inde-
pendent i = 1,...,n).

Assumption 2: C;’s are noninformative of 7;’s.

Here, the noninformativeness implies that the censoring distribution does not
depend on the parameters of interest from the failure time distribution (Klein and
Moeschberger 2003). Under the noninformative censoring, we have the two well-
known nonparametric estimators in survival analysis; Kaplan and Meier (1958) esti-
mator for the survival function and Nelson (1969, 1972)-Aalen (1978) estimator for
the cumulative hazard function. Note that independence is a probabilistic property,
while noninformativeness depends on the relationship between parameters in the
model.

Let y; be the observed value of Y;. Suppose that there are D (D < n) distinct
observed event times y(y < y@) < --- < y(p) among y;’s. Let d) be the number of
events at yg, (k =1, ..., D). Let n( be the number of individuals who are at risk
at y(), that is, the number of individuals who are alive and uncensored just prior to
Y- The Kaplan—-Meier (K-M) estimator of S(¢), is defined by

Sk m(@) = H [1 —@}

n
kiyw <t ®

which is also called the product-limit estimator. The K—M estimator is a step function
with jumps at the observed event times and reduces to the empirical survival function
estimator under no censoring. The variance of the K—M estimator is usually estimated
using Greenwood’s formula:

d

var (Sg_ =52 S R—
Var(Sk—m (1) = Sg_py (1) D o o]

k:yg <t

Using the estimated survival function such as §K_ Mm(t), t, is estimated by the
smallest observed survival time such that S(¢;) < 1 — p. That is,
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A

f, = min{1;|S() < 1 — p}.

The estimation procedure of ¢, is implemented in the quantile () function in
survival R package. In addition, the mean survival time p = E(T) can be easily
estimated by using Sk _ (¢):

Oo/\
= / Sx—m)du,
0

which is equal to the area under the estimated survival function.
These nonparametric estimators are illustrated in detail with four examples below.

Example 2.1 Gehan (1965) presented data from a clinical trial comparing drug 6-
mercaptopurine (6-MP group) versus placebo (control group) in 42 acute leukemia
patients and the treatment allocation for the two groups was randomized by a match-
ing pair. Here, the survival outcome is time to remission (in weeks) as summarized
below (“+” denotes censoring by the end of study):

6-MP group: 6, 6,6,6%,7,9%,10, 10T, 111,13, 16, 177, 191, 20,22, 23, 257,
32+,32%, 341, 357

Placebo group: 1, 1,2, 2,3,4,4,5,5,8,8,8,8, 11, 11, 12, 12, 15, 17, 22, 23

For simplicity, we consider only 6-MP group. The detailed steps to calculate the
K—M estimates and its variances are presented in Table 2.2. From the bottom part of
Table 2.2, we can see the K-M estimator is a step function.

The R codes and output for the K—M and quantile estimates using the 6-MP group
are as follows.

> library (survival)
> data(gehan, package="MASS")

\2

head (gehan)

pair time cens treat
1 1 1 control
1 10 1 6-MP
2 22 1 control
2 7 1 6-MP
3 3 1 control
3 32 0 6-MP

attach (gehan)
Six_MP<-subset (gehan, treat=="6-MP") #6-MP group only
fitl<-survfit (Surv(time,cens)~1,data=Six_MP)

V V. V. V. o Ul b W DN B

summary (fitl)
Call: survfit(formula = Surv(time, cens) ~ 1,data = Six_MP)
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Table 2.2 Construction of the K-M and its SE for the 6-MP group

Yk n) 0) SGw) Var
6 21 3 1—-(3/21) =0.857 0.0058
7 17 1 0.857{1 — (1/17)} = 0.807 0.0076
10 15 1 0.807{1 — (1/15)} = 0.753 0.0093
13 12 1 0.753{1 — (1/12)} = 0.690 0.0114
16 11 1 0.690{1 — (1/11)} = 0.627 0.0130
22 7 1 0.627{1 — (1/7)} = 0.538 0.0164
23 6 1 0.538{1 — (1/6)} = 0.448 0.0181
Time of study (t) S@) SE
0<tr<6 1.000 0.000
6<t<7 0.857 0.076
7<t<10 0.807 0.087
10<r<13 0.753 0.096
13<t<16 0.690 0.107
16<t<22 0.628 0.114
22 <t <23 0.538 0.128
23 <t <35 0.448 0.135
time n.risk n.event survival std.err lower CI upper CI
6 21 3 0.857 0.0764 0.720 1.000
7 17 1 0.807 0.0869 0.653 0.996
10 15 1 0.753 0.0963 0.586 0.968
13 12 1 0.690 0.1068 0.510 0.935
16 11 1 0.627 0.1141 0.439 0.896
22 1 0.538 0.1282 0.337 0.858
23 1 0.448 0.1346 0.249 0.807
> plot(fitl, xlab="time", ylab="Survival function")
> quantile(fitl) # quantile including median
> print (fitl, print.rmean=T) # mean including median
Call: survfit(formula = Surv(time, cens) ~ 1, data = Six_MP)
n events *rmean *se(rmean) median 0.95LCL 0.95UCL
21.00 9.00 23.29 2.83 23.00 16.00 NA
* restricted mean with upper limit = 35

Figure2.2 shows the K-M estimates for the 6-MP group, with their 95% confi-
dence intervals, which visualizes the K-M estimator as a step function with jumps
at the observed events (deaths).
On the other hand, the Nelson—Aalen (N-A) estimator of the cumulative hazard
function A(¢) is defined by
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Fig. 2.2 K-M survival
function estimates and their
95% confidence intervals for
6-MP group only in Gehan
data

Survival function

0.2

0.0
|

time

Table 2.3 Calculation of the N-A and its SE for 6-MP group

Time ¢ A@) SE
0<t<6 0 0
6<t<7 3/21 =0.143 0.083
7<t<10 0.143 + (1/17) = 0.202 0.102
10<t<13 0.202 + (1/15) = 0.269 0.121
13<t<16 0.269 + (1/12) = 0.352 0.147
16<t<22 0.352 + (1/11) = 0.443 0.173
2 <t<23 0.443 + (1/7) = 0.586 0.224
23<t<35 0.586 + (1/6) = 0.753 0.280
Ay-aty= > =, 2.1)
kyst T ®

which is identical to the Breslow (1972) estimator of the baseline cumulative haz-
ard function from Cox’s (1972) proportional hazards model (see Sect.2.3 for more
details) without covariates. The corresponding variance estimator (Aalen 1978) is
given by

o~ d
aAya) = D =
kiya <t (k)

The detailed steps to calculate the N—A estimator and its variance are presented in
Table2.3.
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Fig. 2.3 Comparison of
K-M and N-A estimates of
the survival function for
6-MP group

Survival function

0.2

time

From A(tr) = —log S(¢), the K-M estimator of S(¢) can also be used to estimate
A(2):

Ak_m(t) = —log Sk_y(t)

=— > 1og{1—@}

n
k:yg <t ®
>~ An-a(2).

Since —log(l —x) ~ x for small x by Taylor expansion, the two estimators,
A xk—m(t) and A n-4(t), converge to the true cumulative hazard function when the
increments d)/n ) are small, that is, when there are many individuals still at risk.
Note here that XK,M () = KN-A(I) in the finite samples since — log(l — x) > x.In
fact, the two estimators are asymptotically equivalent because the individual incre-
ments get arbitrarily smaller as n — oo (Breslow and Crowley 1974). Similarly, we

have that J
Sv-a = T] [eXp(— ﬁ)] ~ Sk_m(t).

n
kiyg <t )

since exp(—x) ~ 1 — x for small x. Note that §N-A (1) = TS’\K,M(I). Figure 2.3 shows
acomparison of the K—-M and N-A estimates of the survival function for 6-MP group,
indicating their asymptotic equivalence even in the small sample.

The K—M and N-A estimators possess desirable large sample properties (consis-
tency and asymptotic normality) under Assumptions 1 and 2 (Fleming and Harrington
1991; Andersen et al. 1993). Both estimators are also used as a graphic tool for a
model checking. For example, a plot of A xk—m(t) = —log §K_ m (t) versus t will be
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approximately linear if the exponential distribution with a constant hazard rate, i.e.,
—log S(r) = At, fits the data well.

Example 2.2 'We show how to compute the N-A estimator for 6-MP group from the
Gehan data presented in Example 2.1. The R codes and outputs are as follows:

> fit2<-survfit (coxph(Surv(time,cens)”~1, ties="breslow",data=Six_MP))

> summary (£it2)

Call: survfit(formula = coxph(Surv(time, cens) ~ 1, ties ="breslow",
data = Six_MP))

time n.risk n.event survival std.err lower 95% CI upper 95% CI

6 21 3 0.867 0.0715 0.737 1.000
7 17 1 0.817 0.0828 0.670 0.997
10 15 1 0.765 0.0927 0.603 0.970
13 12 1 0.704 0.1035 0.527 0.939
16 11 1 0.642 0.1111 0.458 0.902
22 7 1 0.557 0.1249 0.359 0.864
23 6 1 0.471 0.1317 0.273 0.815
plot (fit2) # survival plot using the N--A method

### Comparison of KM and NA estimators for survival function ###

fitl KM <-survfit(Surv(time,cens)~1,conf.type="none",data=Six_MP)

fit2_NA <-survfit (coxph(Surv(time, cens)”~1l, ties="breslow",
data=Six_MP) ,conf.type="none")

plot (fitl_KM,xlab="time", ylab="Survival function", lty=1)

lines (fit2_NA, 1lty=2)

legend(locator(1l),c("KM", "NA") ,lty=1:2)

### N-A cumulative-hazard estimator ###

Z.NA= -log(fit2S$surv)

> Z.NA

[1] 0.1428571 0.2016807 0.2016807 0.2683473 0.2683473 0.3516807
[7] 0.4425898 0.4425898 0.4425898 0.4425898 0.5854469 0.7521136
[13] 0.7521136 0.7521136 0.7521136 0.7521136

Example 2.3 (Proportional case) We illustrate existing procedures to test equality
of failure time distributions, together with a graphical comparison by the K-M esti-
mates. For a k-sample test of equality of survival functions, we can use the log-rank
test (Mantel-Haenszel test), Gehan test (generalized Wilcoxon test), or Tarone—Ware
test (weighted log-rank test). The log-rank test is popular, and optimal when the haz-
ard functions are proportional between comparison groups, or the hazard ratio is
constant (proportional hazards (PH) assumption). Gehan test or Tarone—Ware test
could be more efficient for the non-PH data.

Figure 2.4 presents the K—M estimates for 6-MP and control groups, respectively,
in Gehan data. This plot suggests the 6-MP patients have overall higher survival
probabilities than ones in control group. It is thus clear that the 6-MP group tends to
have longer remission times. The corresponding p-values from the log-rank, Gehan
and Tarone—Ware tests are all close to zero.
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Fig. 2.4 K-M survival
function estimates for two
groups (6-MP vs. control) in
Gehan data

Survival function
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time

Below is the R codes for the K-M plots and the above-mentioned three tests for
equality of the two failure distributions (k = 2). The survdiff () function imple-
ments the Harrington and Fleming family (1982), with the weights S(1)”, where S(¢)
is the K-M estimate of the pooled survival from both groups. This gives the log-rank
test if p = 0, Gehan test if p = 1 and Tarone—Ware test if p = 0.5.

fit3<-survfit (Surv(time, cens) “treat,data=gehan)

summary (£it3)

plot (fit3, 1lty=1:2, xlab="time", ylab="Survival function")
legend(locator(l),c("6-MP", "control"),lty=1:2)

survdiff (formula=Surv (time, cens) “treat,data=gehan) #log-rank test

survdiff (formula=Surv (time, cens) “treat,data=gehan,rho=1) #Gehan test
survdiff (formula=Surv (time, cens) “treat,data=gehan,rho=0.5) #Tarone-Ware test

V V.V V V V V

Example 2.4 (Crossing case) In this example, we compare the three tests again
when the two estimated survival curves cross over, indicating a non-proportionality.
Consider a data set (in days) from the Gastrointestinal Tumor Study Group (1982),
which compared a chemotherapy alone with a combined chemo- and radiation ther-
apy, to treat locally unresectable gastric cancer (Stablein and Koutrouvelis 1985).
Each treatment arm had 45 patients, with two patients from the chemotherapy group
and six from the combination group censored.

The K-M plot in Fig.2.5 shows that the two K-M estimates cross over around
2.7years. The p-values from the log-rank, Gehan and Tarone—Ware tests are 0.635,
0.0465, and 0.168, respectively. We thus see that the Gehan test detects the difference
between the two groups most efficiently under this particular circumstances. The
following is the R codes for testing the equality of the two survival distributions.
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Fig. 2.5 K-M survival
function estimates (group0:
chemotherapy, groupl:

combined) in the gastric data

Survival function

time

> library (YPmodel)
> data(gastric)

> head(gastric)
vl v2 v3
1 0.002739726 1 O
2 0.046575342 1 1
3 0.115068493 1 1
4 0.120547945 1 1
5 0.131506849 1 1
6 0.164383562 1 1
> time=gastric$Vl # survival time (unit: year)
> cens=gastric$V2 # censoring indicator
> group=gastric$V3 # group("0",chemotherapy;"1l", combined)
>
> fitd<-survfit (Surv(time, cens) “group,data=gastric)
> plot(fit4, 1lty=1:2, xlab="time", ylab="Survival function")
> legend(locator(1l),c("group0", "groupl"),lty=1:2)
> formula=Surv(time, cens) “group
> survdiff (formula,data=gastric) # log-rank test
> survdiff (formula,data=gastric,rho=1) # Gehan test
> survdiff (formula,data=gastric,rho=0.5)# Tarone-Ware test

For the detecting crossing hazards, one could look for a test of interaction between
group membership and time (i.e., time-by-covariate interaction) or an alternative

modeling approach (Collett, Sect. 4.4, 2015; Burke and MacKenzie 2017).
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2.2 Basic Likelihood Inference

In this section, we show a likelihood construction under random right censoring.
Let fy(-), So(-), Mg(+), and Ay(-) be density, survival, hazard, and cumulative hazard
functions of failure time 7 with an unknown parameter 6 € €2, respectively. Here, Q2
is the parameter space. The observable random variables from n individuals consist
of the pairs (¥;,6;) i = 1,--- , n), where

Y; = min(T;, C;) and §; = I(T; < C).

Let Py(y;, d;) be the probability distribution of the pair (y;, d;) of the ith observa-
tion. Under the Assumptions in Sect.2.1.2, the likelihood, denoted by L, (0; y;, 6;),
for 0 based on the ith observation is given as

Li(0; i, 6;) = Py(yi, 6;) o¢ fo(i)” Sp(yi)' . (2.2)

The derivation of (2.2) is as follows. Let g(-) and G (-) be the density function and
cumulative distribution function of the censoring time, respectively. From Assump-
tion 1, we have

Li(0;y;,6i =1)=Py(Y; =i, 0; =1) =Pg(T; = y;, T; = C;) = fp(y)1 — G(y;)]
and
Li(®;yi,0i =0)=Py(Y; = y;,0;, =0) =Po(C; = y;, T; > C;) = Sa(yi)g(yi)-

Because g(-) and G(-) do not involve any information about the failure time dis-
tribution (and therefore ¢), by Assumption 2, we have L;(0; y;, §; = 1) & fo(yi)
and L;(0; y;i, 9; = 0) o< Sy(y;). Thus, the likelihood function L;(6; y;) for a sub-
ject i would include fy(y;) contributed by the observed event time, i.e., §; = 1, or
So(yi) = Py(T; > y;) contributed by the observed censoring time, i.e., §; = 0.

Therefore, the total likelihood function for n independent observations is given
by

L) =[] LiO: yi. ) =[] [N exp{—As(3)}].

1

with the log-likelihood of

£(0) =log L(0) = Z{5i log Ag(yi) — Ag(yi)}- (2.3)

The maximum likelihood estimator (MLE) 6 of 9 is defined by the value # maximizing
the log-likelihood (2.3), i.e.,
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A

0= argrgle%(ﬁ(e),

where arg max denotes the argument of the maximum, or equivalently
€0 > £ forall§ € Q.

In practice, however, it is usually not possible to obtain an explicit form solution for
the MLE, especially when the model involves many parameters and its density or
estimating equation (i.e., 0¢(6)/00 = 0) is highly nonlinear. In such situations, the
MLE can be numerically obtained by using nonlinear optimization algorithms such
as Newton—Raphson method or the optim () R function.

Under some regular conditions (Cox and Hinkley, Sect.9.1, 1974), the MLE 0
has the following useful properties:

(1) Consistency: 0 is consistent to 0, 1i.e., for small € > O,
P(|§—0| >¢€) — 0asn — oo.

(2) Invariance: If g(0) be a function of 6, not necessary one-to-one or differen-
tial, then g(0) is the MLE of g(f).

(3) Asymptotic normality: fis asymptotically normally distributed with mean
6 and variance i ~!(0), i.e.,

0 ~ N@®,i"'(0)) asn — oo,

where i(0) = E(—0%£(0)/06%) is an expected (Fisher) information and its
inverse provides an asymptotic variance of 6. However, the observed information
1(0) = —0°£(0)/06? is usually used in survival analysis because the computa-
tion of expectation in i (f) is difficult under random censoring and i (0) ~ I(6)
asymptotically.

Note that the three properties above are still applied even if  is a vector of
parameters.

Example 2.5 Let us consider an exponential distribution with a constant haz-
ard; A(t) = A, ¢ > 0. The log-likelihood based on the observed data (y;, d;) (i =
1,...,n)is given by

L) = Z{ai log A — Ay} = rlog A — )\Zyi,

where r = ), d;_is the observed number of events. From 9¢())/OA = 0, the MLE
of \is given by A = r/ >, y;. The observed information is
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T(\) = =%\ /ON = r/N\2.

By the asymptotic normality of the MLE, we have that A~N (X, A?/r) asymptoti-
cally. O

Likelihoods under various types of censoring and truncation schemes are sum-
marized in Appendix 2.6.1.

2.3 Cox’s Proportional Hazards Models

Nonparametric tests such as the log-rank test can be used to test the equality of
failure time distributions among different groups, but they do not typically adjust for
confounding factors, which can be included as covariates in a regression setting.

Cox (1972) introduced a regression model for the hazard function, which specifies
the relationship between the hazard rate and fixed or time-varying covariates. Let
x=(x..., xP)T be a vector of covariates for an individual and A(f; x) be the
hazard function at time ¢ for an individual with covariates x. Under the Cox model,
the hazard function for an individual is of the form

A3 x) = Ao(1) exp(x” ), 2.4

where Ao () is an unspecified baseline hazard function at time ¢ under x = 0 and
8=, ..., BP)T is a vector of regression parameters corresponding to covariates
x which can be time-independent or time-dependent. Note here that the exponentiated
covariate terms act multiplicatively on individual’s hazard rate. For the purpose of
identifiability, the term x” 3 does not include the intercept term. The model in (2.4) is
called semiparametric because the form of the baseline hazard part is nonparametric,
while that of the covariate part is parametric. This is also called a PH model because
theratio (i.e., hazard ratio (HR) or relative risk) of hazard rates for any two individuals
with different covariate vectors, x; and x», is constant over time ¢. That is, the hazard
ratio is given by

At x1)

HR(#; x1, x3) = N x)

= exp{(x; — x2)" 3}, (2.5)

which does not vary with ¢. Thus, the regression parameters § have an attractive
interpretation in terms of the log hazard ratio.

In particular, the interpretation of HR is useful in two sample case with one binary
covariate x. Denote x| = 1 for the new drug and x, = O for the placebo. Then, from
(2.5), the HR of a patient in new drug group against one in placebo group is given by

Mt xp =1
HR(t; x1, x2) = % = exp(B).
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Thus, the new drug would be associated with lower (higher) hazard rate relative to
the placebo if 5; < 0 (6, > 0).

Cox’s Partial Likelihood

The Cox model can be directly fitted using the likelihood (2.3) if a parametric form
(e.g., Weibull) of \(¢) is specified. However, when the functional form of \y(¢)
in (2.4) is completely unknown, the classical likelihood approach is not directly
applicable. Under Assumptions 1 and 2 and no ties, Cox (1972, 1975) introduced
the partial (log-)likelihood for estimating /3 in the absence of information of A\y(t),
defined by

te(B) = Z[x&)ﬁ - log{ > exp(x,%”, (2.6)

k iR
where x; = (xi1,..., x,-p)T is a p x 1 vector of covariates for the ith individual,
Y is the kth (k = 1, ..., D) smallest distinct event time among the y;’s, x, is the

covariate vector corresponding to y«) and

Ruwy = ROw) =1{i : yi = yw}

is the risk set at time y), i.e., the set of all individuals who are alive and uncensored
just prior to y«). The partial likelihood (2.6) depends only on the order in which
events occur, not on the exact times of occurrence. It can be viewed as a profile
likelihood as shown in Appendix 2.6.2.

Cox (1972) showed that the kth term in the partial likelihood is the conditional
probability that an individual fails at time y), with covariates x), given one of the
individuals in R, fails at this time. That is, it is expressed as

P(individual fails at y, |one failure at y))
__ P(individual fails at y,|survival to y))

P(one failure at y|survival to y))
M xp)
D IRYGED)
ey )
X iR exp(x/ 3)

Notice here that A\o(¢) cancels out and that the partial likelihood is a function only
of (3.

The partial log-likelihood £ () is then obtained by taking logarithm of the prod-
uct of all these conditional probabilities over the D failures. The regression parame-
ters (3 in the Cox model can be estimated by maximizing the partial log-likelihood.
The partial maximum likelihood estimators (PMLEs) § of 3 that maximize £¢(53)
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are obtained by solving the score equations

dtc(B)
op

and their variance estimators are obtained from the inverse of observed information
matrix, —0%€¢ / 0. The PMLEs are often called nonparametric MLEs (NPMLEs).
The score equations in (2.7) can be usually solved using the Newton—Raphson method
with initial values 5(0) = 0. Note that the resulting PMLEs ﬂ are consistent and
asymptotically normally distributed (Andersen and Gill 1982; Andersen et al. 1993).

Breslow’s Likelihood

=0, 2.7)

Several forms of partial likelihoods have been suggested when there are ties among
failure times; see, for example, Breslow (1972, 1974), Peto and Peto (1972), and
Efron (1977). In particular, from a joint likelihood of 8 and Ay, Breslow proposed
the following partial likelihood with ties:

tp(3) = Z[s(@)ﬂ —dg log[ > exp(xfﬁ)]], (2.8)

k iER(k)

where s&) = Dlieny Xi T is the sum of the vectors x] over Dy ={i : 6; = 1,y; =
Y} which is the set of individuals who fail at yy), and dwy = >, 1 (yi = y) is
the number of events at y«). He also proposed an estimator Aos (t) of the baseline
cumulative hazard function Ay (1) = fot Ao(u)du, given by

Aos() = > [Z do____1| (2.9)

T
kiyg <t i€Rw) exp(xi 6)

where Eis a vector of the estimates that maximize £z (3). The derivations of (2.8)
and (2.9) are given in Appendix 2.6.2.

When there are no ties (i.e., all d) = 1), Breslow’s likelihood £z (3) reduces to
Cox’s partial likelihood £c (). Suppose that there are no covariates, exp(x!3) = 1.
Breslow’s estimator AOB (t) reduces to the N—A estimator A N-a(t) in (2.1) because
nw =2, 10 € Rep).

To illustrate notations in Breslow’s likelihood (2.8) and Breslow estimator (2.9),
we consider a small data set, with five individuals. Suppose that from the ith
individual (i = 1,...,5), survival data (y;, §;) are observed with two covariates
x; = (xi1, xi2). Table2.4 shows the data set and the steps to calculate the basic
quantities, such as y«), R, nx), D), i), and sq,.

For example, at the first distinct event time y(;) = 2, the remaining quantities are
calculated as follows:
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Table 2.4 A small data set and calculation of quantities at y)

Individual i | y; i Xi1 Xi2

1 3 0 X11 X12

2 5 1 X721 X22

3 5 1 X3] X32

4 2 1 X41 X42

5 6 1 X51 X572

k Yo | R nw | Dy | dw | sk

1 2 {1,2,3,4,5} |5 {4} 1 (x41, X42)

2 5 {2,3,5} 3 (2,3} |2 (21 + x31, x22 + X32)
3 6 {5} 1 {5} 1 (xs51, X52)

Note: Since y(x) is the kth smallest distinct event time among y;’s, a censoring time y; = 3 cannot
be an event time y)

Royy=Rya) ={i:yizyn}=1{i:yi =2} ={1,2,3,4,5}
nay = 3 since n(y is the number of elements in R,

Dy =1{i:6 =1y =yn}={4)

dqy = 1 since d) is the number of elements in Dy

T T T
sty = E x; = x5 = (x41, X42).
i€Dg)

Fitting Procedures

Under the Cox PH model (2.4), the log-likelihood (2.3) becomes

€03, No) = D diflog (i) + i} — D_{Ao(yi) exp(ni)},

where 7; = x] 3. Appendix 2.6.2 shows that the profile likelihood £*(3) becomes
£p(0) in (2.8) since

C(B) = LB, M)l ag=Ros(»)

= > 6m — > duwlog( D exp(n)}
i k

iER(k)

with the constant term being deleted. Note that >°, 6;1, = >, s(i) (3 in (2.8). Below,
we present two methods on how to solve 9¢*/03 = 0, which provide the same
estimator for (3.
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¢ Newton—Raphson method
The usual Newton—Raphson method requires the following two partial derivatives:

oe* Z i€Ry Xir eXP(Ui)
S*B) = 5= D bixir— D d ’ — ],(7’=1,--~, )
2 0B, Zl: ; ® Z i€Ry exp(n;) P

H*(Bys) =

Ly [Eig oot
058 4 2 icry, SXP()
{20 iery, Xir eXPMIHD jeg,, *is exp(m;)}
- 13 ier,, €XPO1)) ]
(r,s=1,...,p),

and Er are obtained by solving iteratively

2 (k+1) A (k)

B =08 A HH (B} S (Bl 5 g -

This Newton—Raphson method can be represented by the iterative weighted least
squares (IWLS) equation (Appendix 2.6.3), given by

XTW*X)B = X" W*w,

where X isan x p model matrix for 5 whose ith row vector is xiT, W* = W*(3, A\o)
is a symmetric matrix in (2.19) in Appendix 2.6, and

w=n+W"0-w

is an adjusted dependent variable with 7 = X 3. The IWLS equation is popular in
the generalized linear models (GLMs; McCullagh and Nelder 1989). However, the
matrix W* in the above IWLS equation is no longer diagonal, so that W*~! is often
difficult to be computed (Ha and Lee 2003). Thus, the IWLS equation of the GLMs
cannot be directly used for the Cox model, so that it is desirable to develop an
alternative iterative procedure without calculating the inverse of W*.

e A new iterative least squares (ILS) method
The Newton—Raphson procedure can be implemented via the ILS method below,
without involving W*~!, by introducing a new adjusted dependent variable

w' =W+ (6 —p (= Ww),

where 1 = exp(log Ag(y) + n).
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Theorem 2.1 The new ILS equation for 3 in the Cox PH model is given by
XTW*X)B = XTw*, (2.10)

where w* = W*n + (§ — w).

The proof is given in Appendix 2.6.3, including the form of W*. Note that the terms
Aor in both W* and w* are replaced by their estimates ’)TOk in (2.18). The ILS equation
(2.10) is extended to the general frailty models beginning from Chap. 4.

The variance of B can be estimated by (X7 W*X)~!. It can be shown that the
inverse of the second derivative (i.e., H*(3) = XT W*X) of the profile log-likelihood
£*(0) gives the same variance estimate of ﬁA as the relevant submatrix of the inverse
of the full information matrix derived from the full log-likelihood £(3, Ag).

e Fitting algorithm:

— Step 1: Take all zeros as initial values ﬁ O of 3.

— Step 2: Given 3©), the new estimates (3 are obtained by solving the score equa-
tions 0¢* /03 = 0; that is, they are solved using the ILS method with (2.10).

— Step 3: Repeat Step 2 until the maximum absolute difference between the pre-
vious and current estimates for 3 is less than 107.

Example 2.6 Results from application of the two methods to Gehan’s data are as
follows. The Newton—Raphson method is implemented in coxph () function in
survival R package (Therneau 2010) and the ILS method is in frailtyHL ()
function in frailtyHL R package (Ha et al. 2018) described in Chap. 4.

> HHHHAHHHH#E#EHS Method 1: Fitting Cox model via coxph () #H######H##H#H#4H
> library(survival)
> gehanStreat=relevel (gehanS$Streat,ref="control")
> Methodl<-coxph (Surv(time, cens) ~factor(treat),ties="breslow",data=gehan)
> summary (Methodl)
Call:
coxph (formula = Surv(time, cens) ~ factor(treat), data = gehan,
ties ="breslow")
n= 42, number of events= 30

coef exp(coef) se(coef) z Pr(>|z|
factor(treat)6-MP -1.5092 0.2211 0.4096 -3.685 0.000229 ***
Signif. codes: 0 *** (0.001 ** 0.01 * 0.05 . 0.1 1

exp (coef) exp(-coef) lower .95 upper .95
factor (treat) 6-MP 0.2211 4.523 0.09907 0.4934

Concordance= 0.69 (se = 0.053 )

Rsquare= 0.304 (max possible= 0.989

Likelihood ratio test= 15.21 on 1 df, p=9.615e-05
Wald test = 13.58 on 1 4df, p=0.0002288


http://dx.doi.org/10.1007/978-981-10-6557-6_4
http://dx.doi.org/10.1007/978-981-10-6557-6_4
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Score (logrank) test = 15.93 on 1 df, p=6.571e-05

>
> ###H#H###### Method 2: Fitting Cox model via frailtyHL () ########4#4#
> library(frailtyHL)
> Method2<-frailtyHL (Surv (time, cens)”treat+(l|pair)
+ varfixed=TRUE,varinit=0,data=gehan)
iteration :
4

convergence :

2.731994e-08

1] "converged"

1]"Results from the Cox model"

1] "Number of data : "

1] 42

1] "Number of event :

1]"Model for conditional hazard : "
urv(time, cens) ~ treat + (1 | pair)

1] "Method : HL(O0,1)"

[
[
[
[
[
[1] 30
[
S
[
[1]"Estimates from the mean model"

Estimate Std. Error t-value p-value
treat6-MP -1.509 0.4096 -3.685 0.0002288

Interpretation: The two methods provide identical results using Breslow’s method
for ties. The output indicates that the estimated 6-MP drug effect is —1.509 with
p-value = 0.00023. The estimated hazard ratio for 6-MP group relative to placebo
group is exp(—1.509) = 0.221, with a corresponding 95% confidence interval of
exp(—1.509 + 1.96 x 0.4096) = (0.099, 0.493). Thus, we see that the 6-MP group
has significantly lower hazard rate as compared to the placebo group. [J

Remark 2.1
(i) A method for fitting the Cox PH model using Poisson GLM:

Since the maximum likelihood score equations for 5 become

o az| R
o3 ~ op te=he”

the MLESs are obtained by solving

ot
a5, ho=ho = ,Z(éi — 1i)Xirl gz, =0 (r = 1,..., p),

where 11; = Ao(y;) exp(x] 3) (Appendix 2.6.3). These are also the estimating equa-
tions for a Poisson GLM, with the response d; and the offset log Ko(yi). Fitting
the PH model with parametric baseline hazard A((-) via standard Poisson GLM is
straightforward (Aitkin and Clayton 1980). Furthermore, the Poisson GLM fitting
of the Cox PH model with nonparametric baseline hazard can be done by using a
pseudo-Poisson response variable y; ; having 0 or 1 in (2.20) (Whitehead 1980): for
more detailed description, see Appendix 2.6.4.
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(ii) PH assumption:

The log-rank statistic can be derived as the score test under the Cox PH model
comparing two groups with a single binary covariate. It is asymptotically equivalent
to the likelihood ratio and Wald test statistics from the PH model. However, the PH is
a strong assumption that clearly needs to be checked in applications because the ratio
of the hazard functions between two individuals in different groups can vary over time
asin Fig.2.5. For this case, a time-dependent covariate term x (¢) or a time-dependent
coefficient term [3(¢) can be introduced into the model to test the PH assumption;
cox.zph () in survival R package and PROC PHREG in SAS are available. If the
PH assumption is violated for a discrete covariate, it may be reasonable to stratify
on this covariate (i.e., each stratum of this covariate has a different baseline hazard)
and employ the PH model with the other covariates within each stratum. [J

2.4 Accelerated Failure Time Models

A linear model can be considered for survival data as an alternative to the Cox PH
model (2.4) by modelling a direct relationship between the logarithm of failure time
and covariates as follows:

logT =x"3+e¢, (2.11)

where the term x” 3 includes an intercept term and € is a random error. Note that the
logarithmic transformation is often used because 7 is positive but other transforma-
tions can be also used. The model (2.11) can be written as

T = expc? )T,

where Ty = exp(e), indicating that the role of x is to accelerate (or decelerate) time
to failure, 7. Thus, this model is referred to as the accelerated failure time (AFT)
model. Time-dependent covariates can be also introduced in the AFT model as in
the Cox model (Orbe et al. 2002).

Let Sy() denote the survival function of Ty = exp(e). Since T = exp(x” 3 + ¢),
we have that

S(t) =P(T > t) = P{Ty > texp(—x )} = So{t exp(—xT 3)}.

Because A(t) = —d log S(t)/dt, the hazard function of T under the AFT model can
be expressed as

S'(t; x)

S(t; x)
_ foltexp(=x" )} exp(=x" )
B Soft exp(—x” )}

At x) = —
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= Xoftexp(—x" B)} exp(—x" B), (2.12)

where Ao(-) = fo(-)/So(-) is the hazard function of T; with the density function fy(-),
and is also a function of ¢, x and (. It is well known that the model (2.12) gives a
non-PH model except when \y(-) follows a Weibull distribution.

Note that the Weibull is the only family of distributions closed under both PH and
AFT models. Specifically, if € in the AFT model (2.11) follows an extreme value
distribution with scale parameter o having the density

f(e) = o " exp{(e/o) — exp(e/a)},

for —oco < e < oo, then T has the Weibull distribution with shape parameter ¢ = 1/0
and scale parameter exp{—(x” 3)¢}, leading to a PH model

At x) = ¢t exp(x” 5), (2.13)

where 3* = —¢3; this is also easily derived from (2.12) with A\o(s) = ¢s?~ L.

Example 2.7 Parametric regression models for survival data are usually facilitated
by location-scale family distributions with an arbitrary transformation of the time
variable; the log transformation leads to the AFT models. The survreg () in sur-
vival package fits the parametric AFT models using “exponential”, “weibull”, “log-
normal”, “log-logistic”, etc. For the SAS, PROC LIFEREG is available. Below is
an example of fitting the Weibull AFT regression model to the Gehan data set.

> AFT_Wei=survreg (Surv (time,cens) ~ factor(treat),dist='weibull’,
+ data=gehan)
> summary (AFT_Wei)

Call:
survreg (formula = Surv(time, cens) ~ factor(treat), data = gehan,
dist ="weibull")
Value Std. Error -4 P
(Intercept) 2.248 0.166 13.55 8.30e-42
factor (treat)6-MP 1.267 0.311 4.08 4.51e-05
Log (scale) -0.312 0.147 -2.12 3.43e-02

Scale= 0.732

Weibull distribution

Loglik (model)= -106.6 Loglik (intercept only)= -116.4
Chisg= 19.65 on 1 degrees of freedom, p= 9.3e-06

Number of Newton--Raphson Iterations: 5

n= 42

Interpretation: In the AFT model (2.11) with a binary covariate (i.e., Ttreat), the
linear predictor 7 can be expressed as
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n=x'0 =B+ B11(Treat = 6 — MP).

Thus, survival time (i.e., remission time) in the treatment group (Treat = 6-MP)
is increased by a factor of exp(1.267) = 3.55, as compared to the placebo group
(Treat = control). Let 3 be the fixed effects in AFT model (2.11) and 3* be those
in Weibull PH model (2.13). Since 8* = —¢03, the 6-MP effect 3 is estimated by
BT = —(1/&)/3’1 = —(1/0.732)(1.267) = —1.731; this is similar to the estimated
6-MP effect (i.e., —1.509) from the Cox PH model in Example 2.6. [J

Remark 2.2 The class of semiparametric linear transformation models (Kalbfleisch
and Prentice 2002) for T takes the form

g(T) =x"B +e, (2.14)

where € is a random error with a distribution function F and g(-) is an increasing
function. In case of a known ¢ but an unknown F, the model (2.14) reduces to the
semiparametric AFT model (Buckley and James 1979), usually with g(T) = log T.
With an unknown g but a known F, it further specifies two classes of models (Cheng
et al. 1995); if F is the standard extreme value distribution with

F(x) =1—exp(—e’), —00 <x < o0,

the model (2.14) becomes the PH model, and if F is the standard logistic function
with
Fx)=¢"/(14+¢"), —00 <x < o0,

it becomes the proportional odds model (Bennett 1983), under which the hazard ratio
converges to unity with time.

Cox pointed out “AFT models are in many ways more appealing” than the PH
models “because of their quite direct physical interpretation” (Reid 1994). UJ

2.5 Discussion

Under some regularity conditions, the K-M and N-A estimators are nonparametric
MLEs with consistency and asymptotic normality (Johansen 1983; Fleming and
Harrington 1991; Andersen et al. 1993). In particular, the N—A estimator of the
cumulative hazard function can be easily extended to various regression models
such as Cox’s PH models and frailty models.

The PH and AFT models are two important classes of regression models for
survival data. The Cox PH model is often used in practice because inference on the
parameters of interest is possible without assuming any form of the baseline hazard
function. However, this model is based on the PH assumption which does not always
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hold in the observed survival data. If the PH assumption is violated, the inference
procedure could provide inefficient results.
The AFT model has several advantages over the PH model as follows:

(i) The AFT model does not need a PH assumption as in the Cox model;
(i) Itmodels directly the covariate effects on the survival times, so the interpretation
is clearer and easier than in the Cox model;

(iii) The estimated regression parameters in the AFT model are relatively robust
against mis-specification of the model assumption, while ones in the Cox model
can be biased; for more details, see Orbe et al. (2002), Hutton and Monaghan
(2002), and Patel et al. (2006).

Inference on the AFT model is typically based on a parametric setting (Hougaard
1999). However, asymptotically efficient methods using rank-based or least squares
approaches for the semiparametric AFT models are available in the literature, though
likely not widely used (Zeng and Lin 2007; Chiou et al. 2014; Jin 2016).

Furthermore, as an alternative to the Cox PH model, the additive hazards model,
where the hazard differences instead of the hazard ratios are constant over time, has
been proposed (Aalen 1980; Cox and Oakes 1984; Huffer and McKeague 1991; Lin
and Ying 1994). Further, regression models for time-to-event data such as cure-rate
models (Farewell 1982; Kuk and Chen 1992), residual life regression models (Oakes
and Dasu 1990; Jeong 2014), and non-PH models with generalized time-dependent
logistic function (MacKenzie 1996, 1997; Ha and MacKenzie 2010) have been also
developed.

For model checking, various residuals have been developed in the literature: gener-
alized residual (Cox and Snell 1968), martingale residual (Barlow and Prentice 1988;
Therneau et al. 1990), deviance residual (McCullagh and Nelder 1989; Therneau et al.
1990), and partial residual (Schoenfeld 1982; Grambsch and Therneau 1994).

2.6 Appendix

2.6.1 Construction of Likelihoods of Various Types

The likelihoods under various types of censoring schemes can be expressed by incor-
porating the following components (Klein and Moeschberger 2003):

(i) Exact survival time z: fy(¢)
(i) Right-censored observations C,: Sy(C;)
(iii) Left-censored observations C;: 1 — Sp(C))
(iv) Left-truncated observations by: fy(t)/Sy(br)
(v) Right-truncated observations bg: fy(t)/{1 — Syp(br)}
(vi) Interval-censored observations (L, R): fy(¢)/{Ss(L) — Sp(R)}.

For example, the likelihood for (i), (ii), (iii), and (vi) based on the n observed data
can be constructed by putting together the components
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L©O) =[] fo) [ ] So(Cod [T = Sa(Cid) [ [ (Sa(Li) = So(Ri)),

ieD ieR ieL iel

where D is the set of death times, R is the set of right-censored observations, L is the
set of left-censored observations, and 7 is the set of interval-censored observations,
respectively. For example, for left-truncated data f(¢;) is replaced by f(#)/S(bL;)
and S(C,;) isby S(C,;)/S(br;) in equation above. For the LTRC data, we observe the
data (t;, 9;, br;) having t; > b;; and censoring indicator ;. Then, the corresponding
likelihood L; for the ith observation is given by

Li(0) = [fo(t:)/Se(bri)1” - [So(t;)/Se(bri)] ™"
= [fo(t:)° So(t:)" ™1/ Sy (brLi),

where f;(t;)% Sy(t;)' =% is the likelihood under right censoring. (J

2.6.2 Derivations of Breslow’s Likelihood and Cumulative
Hazard Estimator

Following a profile likelihood argument by Johansen (1983), we derive the Breslow
likelihood (hence, the Cox partial likelihood) (2.8) and the Breslow estimator (2.9).

The functional form of A\y(#) in (2.4) is unknown. Following Breslow (1972), we
consider the baseline cumulative hazard function A((¢) to be a step function with
jumps Ao at the observed event times y ).,

Ao) = D" Aok, (2.15)

kiy(k)fl‘

where A\ox = Ao(Y)). The ordinary log-likelihood (2.3) for censored data corre-
sponding to the ith individual under the Cox model (2.4) is given by

£i =L (B, N Yi» 0is xi) = 0; log Ad(yi; xi) — A(yi; xi), (2.16)
where A(y;) = Ao(y;) exp(n;) withn; = x[Tﬂ is the cumulative hazard function cor-

responding to the hazard A(y;) = Ao(y;) exp(7;). From (2.15) and (2.16), the contri-
butions from all individuals are given by

€)= D b
= > iflog Ao(y) +mi} — D_{Ao(yi) exp(m)}

= > duylog \ox + D i — Z)\Ok[
k i K

> exp(n,-)], 2.17)

i€R)
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where A\ = (\o1, ..., /\QD)T and R(k) = R(y(k)) ={i:y > y(k)}' Here, note that

D (Mo exp)}y = D Aokf D expmi)},

k iER(k)

since, from (2.15), A¢(y;) can be expressed as

Aoy = D Aok =D doed Gy < ) = D Aol (i € Ry).
K

k:yu <vi k

Following the argument of Johansen (1983), we have that, given 3, the score
equations

OL/ONox = (day /M) — D, exp() =0 (k=1,..., D),

i€R )

which leads to the NPMLE of Aq(?) (i.e., Breslow estimator in (2.9)):

Ros() = D Aok 2.18)

k:ya <t

with
d

Aok = dk(fB) = =——2——.
ok = Aok () S o, 00

Substituting Ao = (Mot - - ., Aop)” into £(3, Ag) of (2.17) yields the profile likeli-
hood, £*(3), only depending on (:

£(B) = €(B, M)l y,=3 )

— Z(sml. — Zd(k) log{ Z exp(n:)},
i k

iER(;,)

deleting the constant term of >, {d) log(d)) — d)}. Notethat D", 6;1; = >, s&)ﬁ
in (2.8). The log-likelihood ¢*(3) is the kernel of the Breslow likelihood £z((3) in
(2.8) and also that of the Cox partial likelihood £.(3) in (2.6) without ties (i.e.,
d(k) = lall k) O

2.6.3 Proof of Theorem 2.1

Let /)\\0 (/) be a solution of score equation

o
— =0.
0o
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From the profile likelihood
=L, )\0)|)\0:X0(g),

after \o being eliminated, following Ha and Lee (2003), we can derive simple matrix
forms of the first and second partial derivatives, given by

(i) $*(B) = 0€" /9B = [0/ + (0] ON) (DN / O ]| \y=30(5)
= 0€/9P15, 5,5 = X' (6 = Wy =59+

(i) H*(8) = —0°£*/03> = [H, — Holl\ 5, 5)
= [X"W*X]I5, 5,9+

where 1 = exp(log Ag(y) +n) withn = X3, H = — 0*£/03*> = XT W, X with
W] = d1ag(u,) = W3B,
W; = diag{exp(x/ 8)} and B = diag(A(y;)), and

Hy = (— 0*/BON)(— O*L/ON) ™ (— 0>/ ONDP)
= XTWsM)C'MT"W3X) = XT W, X.

Here, M is an x D indicator matrix with the (i, k)th element 7 (y; > y«)), and
Wy = (WsM)C™ (W3 M),

with C = diag{d(k)/ A%k}. Here, C~' is immediately computed because C is a diag-
onal matrix. Then, we have

W* =W, — W,. (2.19)
Consider one-step Newton—Raphson formula with
B=0+HB'S B =5+ XWX = w300
By some matrix manipulation, we have

XWX Bl 500 = [XTW XS+ X0 = )]l =500
= X" (W*XB+ (0 — 1))l 5=3(5):
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which leads to (2.10). Note that the terms Ao, in W* are evaluated at their esti-
mates Aox = Aok (0) = d(k)/MkTw, where M, is a kth component vector of M =
(My, ..., Mp) and 9 is a vector of exp(7;)’s. This completes the proof. [

2.6.4 Fitting Cox PH Model via a Poisson GLM

We show the semiparametric Cox PH model can be fitted via a Poisson GLM. Let
vix be 1if the ith subject fails at y) and O otherwise. Following Whitehead (1980),
let y; x be an independent random variable that follows a Poisson (Po) distribution:

Yik ~ Po(uin), i € Ry, (2.20)

where i, = exp(wi + x/ 8) = exp(x/ ) with wy =logAg. Here, x;x =
(e, xI)T, e is a vector of 0’s and 1’s such that e] w = wy, and v = (w”, 37)7.
Note thate, = (0,...,1,...,007 and w = (wy, ..., wi, ..., wp)T. Let y denote a
vector of y; ;’s. Then, this auxiliary model provides the Poisson log-likelihood for
~v =W, BT)T of the form

Cro(vi y) = D D {viklog(uix) — pix}-

k iER(k)

Since pi;x = Aok exp(7;) and

D yialog(uiz) = > daylog Aok + D G,

k iER(k) k

£ p, is equivalent to £ in (2.17). In fact, the procedures based on ¢ and £* (or £ p, and
£3},) are equivalent, but £* would work better for a large sample because the number
of nuisance parameters Ag;’s increases with sample size. Here, £p, = €},(3) =
Lpo (B, W)|w=i(3), Where W () is the solution of O p,/0w = 0 for given §. O



Chapter 3
H-Likelihood Approach to Random-Effect
Models

In this chapter, we introduce an h-likelihood approach to the general class of statistical
models with random effects. Consider a linear mixed model (LMM), fori =1, ..., ¢
andj=1,...,m

i =x; 8+ vi + ¢, (3.1)

where yj; is an observed random variable (response), x; = (X1, - . ., xij,,)T is a vector
of covariates, 3 is a vector of fixed effects, v; ~ N(0, ) is an i.i.d. random variable
for the random effects, e; ~ N (0, ¢) is an i.i.d random error or measurement error,
and v; and e;; are independent. Parameters ¢ and « are the variance components. In
this model, there are two types of unknowns; the fixed unknowns 6 = (3, ¢, )7 and
the random unknowns v = (vy, ..., vq)T.

The statistical model (3.1) consists of three types of objects, data y, parameters
(fixed unknowns) 6 and unobservables (random unknowns) v. Then, the purpose
of statistical inference would be to draw informative scientific explanations about
both unknowns 6 and v by using the statistical model, based on the observed data

y= (ylla -~~’yqnq)T~

3.1 Three Paradigms of Statistical Inference

In this section, we review various approaches to statistical inferences using the like-
lihood or probability, which are two important but fundamentally different concepts.
‘We elaborate on how these concepts are used for statistical inference about the fixed
and random unknowns.

First let us consider statistical models and associated statistical inferences, based
on the two types of objects, the data (random but observed) y and the unobservables
(random but unobserved) v, and two related processes between them.
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e Statistical model for data generation: (i) Generate a set of the random quantities
v from a probability density function f (v) and then with v fixed, (ii) generate a set
of data y from a probability function f(y|v). The hierarchical statistical model is
given by the product of the two probability functions

J)f (ylv).

This scenario shows how data y are generated.
e Statistical inference: Given data y, we can make inference about v by using a
conditional density (predictive probability),

fly).

The connection between these two processes is given by

fOf @ly) =f(v,y) =fO)f ).

On the left-hand side in the above equation, for statistical inference y is fixed while v
varies, whereas on the right-hand side both v and y vary. This inferential procedure
effectively shows how to update the distribution of v once data y are observed, so
that the information in data y can be utilized for the unknown (unobserved) random
variables.

Here the predictive probability f(v|y) is updated by applying the Bayes rule, i.e.,

f(,y)
f»

which could be used to infer the unobserved random variables v. This probability
function is proper in that

fly) =

/ F@lydv = 1.

Even if updating the predictive probability for the unobserved random variable based
on the observed data through the Bayes rule is feasible, in many situations, the
unknowns of interest to be statistically inferred are fixed parameters, not unobserved
random variables.

3.1.1 Bayesian Approach

Suppose that a set of data y is generated from a distribution with the probability
density function of fy (y) where 0 is the fixed parameters. To use the above probability
update for statistical inferences about 8, the Bayesian approach uses
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m(O)f (v160) = w(O)fy(v) =fOf (Oly).

where 7(6) is the prior probability and f(f]y) is the posterior probability. In this
book, we denote fy(+) as the probability density function with fixed parameters 6; the
arguments within the parentheses can be either conditional or unconditional. Thus,
foy|u) and fy(uly) would have different functional forms even though we use the
same fy() to mean a probability density function with parameters 6.

A disagreement arises when a prior density function 7 () is assumed for the fixed
unknowns 6 being treated as random, as it should follow a degenerate distribution
assigning probability one to a given value and probability zero to all other values.
Another conceptual controversy is whether the prior 7 (6) can be updated as f(6]y)
based on the observed data y using the Bayes rule. Specifically, under the LMM
the probability density function of the random effects, f(v), allows for correlations
among observed data as will be clear in the later chapters, while in the Bayesian
model the prior 7(#) does not belong to the assumed statistical model f (y|0) =fp(y).
In the machine learning field, — log 7w () is the penalty in the penalized likelihood
approach and the mode of f(f]y) is used to estimate ¢, as the maximum a posteriori
(MAP) estimator. Thus, the main idea of the Bayesian and penalized likelihood
approach is to utilize the posterior probability f(#|y) to infer 8 even though 0 is the
fixed unknown parameters. We shall discuss further about the penalized likelihood
approach for variable selection in Chap. 7.

3.1.2 Fisher Likelihood Approach

A solution to inference on the fixed unknowns 6 without assuming a prior probability
m(6) was proposed by Fisher (1922). He developed theory based on the likelihood
function, the probability of observing the data at hand expressed as a function of
the parameters. Again consider a statistical model including data y and 6, fixed
unknowns, and two related processes between them:

o Statistical model for data generation: Generate a set of data y from a distribution
with a probability density function

fo),

where 6 is the fixed unknown parameters.
e Statistical inference: Given data y, make inference about 6 in the above statistical
model by using the likelihood
L(0;y).

The connection between these two processes in this case is:

L(0;y) =fo(y),
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where L and f are algebraically identical, but on the left-hand side y is fixed while 8
varies and on the right-hand side 0 is fixed while y varies. The likelihood L(8; y) is
not the probability density function of 6 since

/L(e; y)do # 1.

3.1.2.1 Exchange Paradox and Likelihood

Probability and likelihood are very different concepts, but the difference is not well
understood. Consider the exchange paradox and its likelihood solution (Pawitan and
Lee 2017; Lee et al. 2017b, Chap. 4). Unknown fixed 6 dollars are put in one envelop
and 26 dollars in another. You are to pick one envelop at random, open it and decide
if you would exchange it with another envelop. So you pick one and see 100 dollars.
Then you reason that the amount in the other envelop is 50 or 200 with 50-50 chance.
If you exchange it, you would expect to get (50 + 200)/2 = 125, which is bigger
than your current amount of 100. Since the above reasoning holds for any value of
money you see in your envelop, you actually do not need to open the envelop in the
first place and you would still want to exchange.

This exchange paradox has been analyzed from the Bayesian perspective
(Christensen and Utts 1992; Blachman et al. 1996), suggesting that the above intu-
itive reasoning should be justified by using a uniform prior on log 6. This implies
that from the Bayesian perspective the subjective intuition of an equal probability
for the possible amount in either envelop is not an acceptable state of mind. What is
this 50-50 chance then if it is not a probability?

Let the unknown fixed amounts in two envelopes be ¢ and 26, and an amount
of Y = y (data) is observed, randomly chosen between those two. Noting that on
observing Y =y, 6 can be either y or y/2, the likelihood of a fixed unknown 6 is
then

LlO=y;y) =P =yl0=y)
=PY =00=y)=1/2,
LO=y/2;y) =PY =y|0 =y/2)
=P =201 =y/2) =1/2.

This means that the observed data y cannot tell us any preference between the two
possible values. Since these are the likelihood values, not probabilities, one cannot
use them to take an expectation. In the paradox, the exchange should occur only
when the expected value from the exchange is greater than what is observed y. Since
the expected value cannot be taken by using the likelihood values, there is no rational
basis to exchange. Thus, the paradox is avoided. In contrast to the Bayesian resolution,
the equal preference is an acceptable state of mind in this likelihood solution.
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3.1.2.2 Likelihood Principle and Likelihood Ratios

Suppose x is one-to-one transformation of the observed data y. If y is continuous,
the likelihood based on x is

0
L(6;x) = L(6;y) 'a_)yc‘

Obviously, x and y should carry the same information about 6, so to compare 6
and 60, only the likelihood ratio is relevant since it is invariant with respect to the
transformation:

L(62;y)  L(62;x)

L61;y) L(6;x)

The fact that the likelihood ratio should be the same under the transformation of the
data seems a reasonable requirement because the inference results should remain the
same with respect to the transformation.

Birnbaum (1962) proves the likelihood principle that the likelihood function con-
tains all the information about the value of the fixed parameter under the true statistical
model fg(y). This means that to estimate the true value of the fixed parameter, we
only need the likelihood function. Fisher advocates the use of the MLE:s to infer the
parameters. As described in Sect. 2.2, consistency of the MLE of 8 and its asymptotic
optimality are well established. The likelihood principle implies that model checking
is always important, not just in the likelihood inference because using the likelihood
is beneficial only if the assumed model is correct.

One important property of the MLE is its invariance with respect to transformation
of the original parameter. By using the likelihood function from the same statisti-
cal model, it would make sense to have the same inference results for the original
parameter as well as for the transformed one. A trivial example would be the MLE
of the variance and standard deviation of the Gaussian distribution. For example, it
should not make a difference whether we infer the dispersion parameter in terms of
variance o or standard deviation o because

L@3:y) _J50) _ Lony) _ fn®)
Liot;y)  fr() Loy fo,0)

However, this does not hold in the Bayesian framework:

f@ly) _ m(0)fs, ) _ 210D 70Dz 0) _ f(o3ly)
f@ly)  7@fn ) om0 T w D) foily)

because of the Jacobian terms in w(o,) = 27r(a§)02.

The likelihood would be a natural choice to infer the fixed unknowns. In computing
the likelihood of a transformed parameter, the Jacobian term does not appear. Hence,
fundamentally, the likelihood cannot be treated as a probability density function over
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the parameter space and it does not obey the probability laws, e.g., it does not have
to integrate to one.
Since the Bayesian framework gives

fOly) oc 7(@)fy(y) = m(O)L(0; y),

we may view the likelihood as a Bayesian posterior under a uniform prior 7(6) = 1.
The likelihood approach allows statistical inference about § without assuming a prior

7(6).

3.1.3 Extended Likelihood Approach

Many statistical models involve both parameters and unobservables, and require
inferences on both types of unknowns. Consider the LMM presented in (3.1) where
the random components are assumed to follow zero-mean normal distributions: (i)
v; ~ N(0, ), and (ii) e; ~ N(0, ¢). Classical analysis concentrates on estimation
of the parameters 6 = (3, «, ¢). It is straightforward to write down the likelihood
from the multivariate normal distribution M VN (X 3, aZZT + ¢I) and to obtain their
MLEs. Here, X and Z are the model matrices of 3 and v, respectively. However, in
many recent applications the main interest is often in estimation of the conditional
(or subject specific) mean given the random effects v;

E(yjlvi) = x[ B + 2} ;.

One might be interested in using the Fisher likelihood in making inference about
the fixed parameters without assuming the priors, whereas using the probability
updates for inference about the unobservables using the Bayes rule. Thus, it is desir-
able to develop an extended likelihood approach, which gives the likelihood inference
for the fixed parameters, while allowing the use of probability updates for inference
about the unobserved random variables.

An extended likelihood framework based on three aforementioned objects can be
presented as follows. Let 6 be the fixed unknown parameters, v be the unobserved
random variables and y be the observed data.

e Statistical model for data generation: (i) Generate a set of the random quantities
v from a probability density function fy(v) and then (ii) with v fixed, generate a
set of data y from a probability density function fs(y|v). The combined statistical
model is given by the product of the two probability density functions

So)fo(y|v). (3.2)

e Statistical inference: Given data y, we can (i) make inference about € by using
the marginal (Fisher) likelihood
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L(0;y) = fo(y),

and (ii) given #, make inference about v by using a conditional probability (like-
lihood) of the form

L8, v; vly) = fo(vly).

The extended likelihood for the unknowns (v, ) is given by

L0, v;v,y) = LO; y)fy(wly) = fofo(vly).

The connection between these two processes is given by

LO; )fo(uly) = L0, v; v, y) = fy(v, y) = fo()fy(ylv). (3.3)

On the left-hand side y is fixed whereas (v, 8) vary, while on the right-hand side 6
is fixed while (v, y) vary. In the extended likelihood framework the object v appear
in data generation as random sets, but in statistical inference as the unknowns.

3.1.3.1 Wallet Paradox and Extended Likelihood

Consider the wallet game appeared in Gardner (1982) as follows: Two people, equally
rich or equally poor, meet to compare the contents of their wallets. Each is ignorant of
the contents of the two wallets. Here is the game: whoever has less money receives
the contents of the wallet of the other. One of them can reason: “I have a fixed
amount u; in my wallet; either I lose that or win an amount u; > u; with 50-50
chance. Therefore the game is favorable to me.” The other person can reason in the
exactly same way. In fact, by symmetry, the game is fair. Where is the mistake in
this reasoning?

The wallet game may be modeled as follows: Let U; and U, be the random amounts
of money in two wallets. Let us assume that they are independent and identically
distributed (iid) samples from a continuous positive-valued distribution with finite
E(U;) = E(U,). Now consider a specific realization of U; = u; and U, = u, yet
unobserved to both players. Now let V = I(U; < U,), so V is a Bernoulli random
variable with P(V = 1) = 0.5. The specific realization of v = 0 or 1 is unobserved,
so we are in a state of uncertainty. However, this uncertainty cannot be a probability,
so it does not allow an expectation step that would lead to the paradox: the expected
gain-minus-loss is then P(v = 1)(up — u1) = (up — u1)/2 > 0. In fact, in this
problem it is given by the extended likelihood

Lo=)=PWV=1)=1/2

and
Lw=0=P(V =0 =1/2, (3.4)
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so the specific realizations v of V are equally likely. For laymen, such expressions as
“50-50 chance”, “equally probable” or “equally likely” have all similar meanings.
But technically, as in the exchange paradox, we cannot take expectation using the
likelihood values, so we have no rational basis to believe that game is favorable to us.
The wallet paradox highlights that once we are dealing with realized yet unobserved
values, then the step from the probability of arandom event to the extended likelihood
of realized value becomes necessary.

For the unknowns (6, v), where 6 is fixed and v is an unobserved realization of a
random variable, the extended likelihood given data y is

L0, v;v,y) =fylv)fp(v).

In the wallet game, there is neither data y nor unknown parameter 6, or equivalently
for y we can simply generate an independent toss of a fair coin so that fp(y|v) is
constant with respect to u, while f(v) is given by (3.4).

Realized yet unobserved random effects are commonly assumed in major areas
of statistical applications using the random-effect models. In clinical trials, patient
and hospital frailties (unobserved random variables in the hazard or mean) are often
of interest where inferences require the extended likelihoods.

3.1.3.2 Extended Likelihood and the H-Likelihood

Bjgrnstad (1996) introduced the extended likelihood principle in that all information
regarding fixed unknowns 6 and random unknowns v in data y resides in the extended
likelihood, provided the assumed model is true. This means that for inference about
the true value of the fixed parameter and/or unobservable, we only need the extended
likelihood function.

In the absence of parameter 6, the extended likelihood (3.3) gives the probability
update of the unobservables v by using the Bayes theorem

f) = fly),

and in the absence of the unobservables, it becomes the Fisher likelihood

foy) = L(; y).

This shows that statistical theories have been well developed for these two extreme
cases (in the absence of either object). Thus, the extended likelihood principle justifies
not only the use of Fisher likelihood for € but also the probability update for v by
using the Bayes theorem.

Recent interest has been in statistical inference on the statistical models such as
random-effect models. This book aims to establish the extended likelihood inference
about the models for survival data with all three objects, (y, 6, v) present. There have
been many attempts previously to use the extended likelihood for statistical inference
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for (0, v), but have faced serious difficulties. To overcome these difficulties, the
h-likelihood has been introduced by Lee and Nelder (1996).

Example 3.1 Bayarri et al. (1988) showed difficulties in using the extended likeli-
hood. Suppose that there is a single fixed parameter 6, a single unobservable random
quantity u and a single observable quantity y. The unobservable random variable u
has an exponential probability density

fo(u) = Oexp(—06u), foru > 0,60 > 0,
and given u, the observable outcome y also has an exponential density
JoOrlu) = f(ylu) = uexp(—uy), y > 0,u >0,

which is free of 6. Then we can derive the following four likelihoods.
(i) The marginal likelihood:

LO:y) = fy(y) = /O FOl@dn = 078 + ),

which gives the MLE 6 = v, but this classical Fisher likelihood is uninformative
about the unknown value of u.
(i1) The conditional likelihood:

L0, u; ylu) = f (ylu) = uexp(—uy),

which is uninformative about ¢ and loses the relationship between u and 6 reflected
in fy(u). This likelihood carries information only about u in data y. This gives, if
maximized, i = 1/y.

(iii) The extended likelihood:

L0, u; y, u) = f(ylu)fp(u) = ub exp{—u(0 + y)},

which yields, if jointly maximized with respect to 6 and u, the useless estimators
0 =occand i =0.
(iv) Another conditional likelihood:

L0, u; uly) = fo(uly) = {fOl)fa )}/ fo(y) = u(® + y)* exp{—u(® + )},

carries the combined information concerning u from fy(u) and f (y|u). If 6 is known,
this could be useful for inference about u. However, if  is unknown, joint maximiza-
tion yields again the useless estimators # = oo and & = 0.

This example shows difficulties in using the extended likelihood for statistical
inference. It also shows that various likelihoods can be formed from the extended
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likelihood and different likelihoods carry different information. Importantly, though,
it clearly demonstrates that a naive joint inference on (6, u) from an extended
likelihood—potentially violating the classical likelihood principle—can be treach-
erous. In the next section, we outline how to overcome this difficulty by using the
h-likelihood, which gives sensible inferences for both 6 and u.

3.2 H-Likelihood

The extended likelihood is not in general invariant with respect to the transformation
of the unobservables, because a change in this transformation involves a Jacobian
term. Thus, the maximum extended likelihood estimator for the unobservable is not
invariant with respect to transformation of the unobservables, which can lead to
useless estimators. To avoid this difficulty, Lee and Nelder (1996) have introduced
the hierarchical (h-)likelihood, an extended likelihood defined on a special scale of
v for inference on both fixed and random unknowns.

We first derive a condition that allows a joint inference about (6, v) from the
extended likelihood L(6, v; y, v). Let 8, and 6, be an arbitrary pair of values of the
fixed parameter 6. The evidence about these two parameter values is in the likelihood

ratio
L(62;y)
Ly y)

Suppose that there exists a scale v, such that the likelihood ratio is preserved as

follows: R
L(02;y)  L(02, 0y, v)

LO;;y)  L(01,0p;y,0)

where vy, is the MLE of v at # = 6; (i = 1,2). Lee et al. (2017b) called this
extended likelihood L(0, v; y, v) the h-likelihood if the scale v of the random effects
is canonical (i.e., a v-scale satisfying the equation of the likelihood ratio above). The
(log)-h-likelihood is defined by the logarithm of the joint density of y and v = v(u)
on a particular scale of v among the extended likelihoods (3.2),

h = £1(8; ylv) + £2(0; v), (3.5)

where £, (0; y|v) = log fo(y|v) and £,(0; v) = log fy(v).

Below we illustrate how the canonical scale in constructing the h-likelihood avoids
problems in the extended likelihood inference and then present the resulting useful
properties.

Example 3.2 Consider Example 3.1 again. We showed that the extended likelihood,

L0, u; y, u) = f(ylu)fp(u) = ub exp{—u(0 + y)},
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provides useless estimators. Suppose that we take the scale v = logu to form the
h-likelihood. Then we have

Jo) = fo(u)|du/dv| = exp(v)f exp(—e"H)
and the extended likelihood is given by
L0, v; y, v) = fGlw)fy(v) = € Oexp{—e" (0 + )},

or
logL(0, v;y,v) =2v +logh — " (0 + ),

to give
ity = exp(Vg) = Ep(uly) =2/(0 + y),

where Ey(uly) = [ ufy(uly)du. Then, up to a constant term, the profile likelihood is
equal to the marginal log-likelihood, m = log L(6; y):

log L(6, vg; y, v) = 21og{2/(0 + y)} + log# — 2 = log L(#; y) + constant,

so v = logu is the canonical scale. Thus, this scale yields the (log-)h-likelihood,
defined by

h=h(,v) =logL(f, v;y,v) =2v+logl — e’ (0 +y).
This h-likelihood has many interesting properties as in an ordinary likelihood
(Lee et al. 2017b) as shown below.
(i) The joint maximization of /& with respect to 6 and u gives the MLE of 6. That is,
from the joint estimating equations

0h/00 =1/0 —u=0and Oh/Ou=2/u— (0 +y) =0, (3.6)

we obtain § = v, exactly the MLE from L(6; y).
(i) From the h-likelihood we derive the observed information matrix

) In=1/y" Ih=1
1(9,ﬁ)=—82h/8(9,u)2|9=9’u=a=(“ [ In )

L =1 In = (y+0)%/2 = 2

Denote the inverse of / (é, it) to be
A 111 112
I (e (121 2 )

Then the variance estimator of  is obtained from I'!, given by
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var() = 1" = 27,

exactly the same as the one from the marginal likelihood: —(9%m/96?| 9:9)’1 = 2y?,
where m = log L(#; y) is the marginal log-likelihood.
(iii) From the joint estimating equations 0h/0(0, u) = 0in (3.6), we have the random-
effect estimator .

=2/ +0) =1}y,

122

which also becomes Ej(uly)|,_;. Since yields an estimator of var(iz — u) (Lee

and Nelder 1996), we also have
Var (i — u) = 17 = 1y,
which is larger than the plug-in estimator
var(uly) =2/ +0)’l,y = 1/ (") = 1/I

obtained from the variance formula when 6 is known. This increase reflects the extra
uncertainty caused by estimating §.

Example 3.3 Suppose that Y = (Y,ps, Yeen) consists of n realizations from an expo-
nential distribution with mean 6, where Y,,,; consists of k observed values and Y,,,
represents n — k censored observations (true failure times unobserved). Suppose that
the incomplete data are created by Type I censoring at some known censoring point
c (i.e., Yeen > ), so that only values less than or equal to ¢ are recorded. Hence, let
ti=Y;—c > 0fori > k, then

L(0; y) = /f@()’ob.ﬁ Yeen)dY cen

= T, 07" expl—y,/O)TTL, / 07" exp(—Y,/6)aY,

k
=0 exp [— Zy,-w] exp(—{(n — k)c}/6),

i=1

which is equal to the likelihood function of the exponential distribution in Exam-
ple2.5 under Type I censoring. This shows that Type I censoring does not need
Assumptions 1-2 in Sect.2.1.2 to allow the marginal likelihood above. The resulting
MLE is .

0=y +{(n—Kkc}/k,

wherey = Z;‘:l v;/k is the mean of observed data. Note that if we form the marginal

likelihood based on only observed data the MLE becomes 6 = v, which will be
severely biased.


http://dx.doi.org/10.1007/978-981-10-6557-6_2
http://dx.doi.org/10.1007/978-981-10-6557-6_2

3.2 H-Likelihood 49

Suppose that we use the extended likelihood on the v; = t; = ¥; — ¢ > 0 scale:

log L(0, vy, v) = —nlogf — ky/0 — (n — k)c/0 — D v;/0,
i=k+1

which has the maximum at v; = 0 (giving Y; =c) fori > k, witha wrong MLE
0 = {(ky + (n — k)c}/n.

In this model, the scale v; = log?; is canonical to form the h-likelihood as follows,

h=—nlog —ky/6 — (n—k)c/0 — D (" /0 —v)).

i=k+1

Fori=k+1,...,nwehave Oh/Ov; = —e" /0 + 1 to give i = e’ =6 > 0 (giving
Y; = 0 + ¢) with a joint maximum

=5+ {(n—kc}/k

giving the correct MLE. Note that from the marginal likelihood, m = log L(0; y),
the variance estimator for 6 is —(8%m/06%|,_;)~" = 6*/k.
From the h-likelihood, we have
R — 02 - _ N1T
16, ) = —0*h/0(0. v)|,_y,_, = L1 =n/0 . Ip 1/01,_, 7
’ by ==/l Dy =1«

where 1,,_; is a (n — k) x 1 vector of ones and I, isa (n — kl X (n — k) identity
matrix. Thus, from the h-likelihood, the variance estimator for 0 is

var(f) = I'' = (I — Inly' L)™' = 6%/k,
which is exactly the same as that from the marginal likelihood. [

Historically, there have been many attempts to establish an extended likelihood
inference in vain, because the joint maximization of an extended likelihood in an arbi-
trary scale yields nonsensible estimators. These examples show that for an extended
likelihood inference, it is important to define the h-likelihood on a particular scale
v(u) of the random effects u. However, the canonical scale does not exist in gen-
eral. In the next section, we show how to make inference about 6 and v using the
h-likelihood in general when there is no canonical scale.
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3.3 Hierarchical Generalized Linear Models

Lee and Nelder (1996) introduced the hierarchical GLMs (HGLMs), which are the
GLMs where the linear predictor contains both fixed and random effects as follows:
(1) Conditional on random effects u, the responses y follow a GLM family of distri-
butions, satisfying

E(ylu) = p and var(ylu) = ¢V (p),

with a linear predictor of the form

n=g(u) =X+ Zv,

where g(-) is the GLM link function, X and Z are the model matrices for fixed effects
(G and random effects v, and v = v(u) with some strictly monotonic function v(-).
Here, V () is the variance function.

(ii) The random effects u follow some distribution with a parameter a.

The distribution of u follows any conjugate distribution of the GLM family of dis-
tributions. Here, 6 = (83, ¢, )7 are the fixed unknown parameters with dispersion
parameters (¢, «).

Let us consider two simple examples of the HGLMs.

Example 3.4 (Normal-Normal HGLM) The normal LMM in (3.1) is an HGLM
because
(i) y|u follows a normal distribution with

V(p) =1 togive var(ylu) = ¢,
and the identity link provides the linear predictor
n=p=X3+2Zv,

where v = u.
(i) u ~ N(QO, o).
This normal LMM can be written

y=XB+Zv+e,

where e ~ N (0, ¢I), which covers model (3.1). We call this model the normal-normal
HGLM, where the first adjective refers to the distribution of the y|u component and
the second to the u component. Besides this model, the error component e does not
appear in the model as below.

Example 3.5 (Poisson HGLM) Suppose that y|u follows a Poisson distribution with
mean

1= EQlu) = exp(XB)u.
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With the log link, we have the linear predictor
n=logu=XpG+v,

where v = logu. Here, V(1) = p and ¢ = 1. If the distribution of u is gamma,
v has a log-gamma distribution and we call the model the Poisson-gamma HGLM.
The generalized linear mixed model (GLMM) assumes a normal distribution for v
(the conjugate distribution of normal GLM family), so the distribution of u is log-
normal. The corresponding Poisson GLMM could be called the Poisson-log-normal
HGLM under the v = log u transformation. Both Poisson-gamma model and Poisson
GLMM belong to the class of HGLMs.

In the HGLMs, the random effects v are combined additively with the fixed effects
in the linear predictor 7). Such a scale is called a weak canonical scale and it can always
be defined as long as we can define the linear predictor for the HGLMs (Lee et al.
2017b). From (3.5) the h-likelihood for the HGLMs with v = v(u) is of the form

h=£1(83, ¢; y|v) + £2(c; v), 3.7
where £1(83, ¢; y|v) = logfs 4(y|v) and £2(ca; v) = logf,, (v). We now show how to
construct the h-likelihood for the two Poisson HGLMs (i.e., Poisson-log-normal

and Poisson-gamma models). Since, for those two models, the first term of the
h-likelihood (3.7) is identically given by

Ly =£(B;ylv) =ylogp —p—log'(y + 1)

with p = exp(X/3)u, we present only the second term £, in the following examples.

Example 3.6 (Normal random effect) If v; ~ N(0, o)), its density function becomes
fa(v)) = @ma) =% exp{—v?/(2a))}. Thus, the log-likelihood for v; is given by

by = Lyi(; v) = logf,,(v;) = —log(2ma) /2 — v}/ (2a).

Example 3.7 (Gamma random effect) If u; follows a gamma distribution with mean
1 and variance «, the density function of u; is given by

falw) = (LA /a)a"*) )" exp(—u;/ ).

Thus, the density of v; = logu; becomes f(v;) = f(u;)|du;/dv;|, where du;/dv; =
exp(v;). Accordingly, the log-likelihood for v; is given by

Oy = Lyi(; v) = logfo (v) = (Vi — ua™ " + (),

where c(a) = —logI'(1/a) — a~! log a.
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In the normal LMMs and Poisson-gamma model with single random effects, v
is canonical, so that the joint maximization of & provides the MLEs for 3 (Appen-
dix 3.5.1). However, in general, v is weak canonical.

3.3.1 Inferences on the Fixed Unknowns

In the HGLMs, Lee et al. (2017b) proposed to use the modes of various likelihoods,
derived from the h-likelihood:

(i) for the random effects v, use the h-likelihood &

(ii) for the fixed effects 3, use the marginal (Fisher) likelihood

L©O:y) =fo() = /fa(v)fo(ylv)dv,

by integrating out the nuisance unobservables v.
(iii) for the variance components ) = («, ¢), use the conditional likelihood

r=LWs;yIB) = £,018) = fo0) /fa(B), (3.8)

where B are the MLE of § and 6 = (3, v). Because B is asymptotically sufficient
for 5 (Cox and Reid 1987), we may use this conditional likelihood for estimation of
.
The integration to obtain the Fisher likelihood is in general intractable. Thus, Lee
and Nelder (1996, 2001a) advocated to use the adjusted profile likelihood. Let £ be
either the log-h-likelihood % or the log likelihood m = log L(8; y), with nuisance
parameters £. Lee and Nelder (2001a) considered a function p¢ (£), defined by

B (3.9)

1
pe(f) = [5 — 5 logdet{H (¢: 5)/(27T)}}
§=¢

where H(£; £) = —07£/9¢2 and € solves D€/9¢ = 0. The function pe (-) produces an
adjusted profile likelihood, eliminating nuisance parameters &£, which can be either
fixed effects 3 or random effects v = (vy, ..., vq)T or both. Note that p,(h) is the
first-order Laplace approximation to

m= logi/ exp(h)dv],

m = p,(h) + O(N"")

ie.,
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as N = min;<;, n; — oo (Lee and Nelder 2001a): see also Appendix 3.5.1. In the
LMMs, ps(m) = log L(1; y|3) = logf,,(y|3) of Smyth (2002). In general, ps(m)
is the Cox and Reid (1987) adjusted profile likelihood, approximating L(v); y| 3). In
the LMMs

m = p,(h) and r = pg(m) = ps,(h), (3.10)

where r is the restricted likelihood of Patterson and Thompson (1971), which reduces
bias, especially in the finite samples (Harville 1977).

e Inferential procedure of the h-likelihood

In general, the marginal likelihood is hard to compute. Thus, for estimation of the
fixed parameters, Lee et al. (2017b) proposed to use the following likelihoods:

(i) for the random effects v, use the h-likelihood %
(ii) for the fixed effects 3, use p, (h)
(iii) for the variance components 1) = (c, @), use pg ., (h).

In the binary HGLMs, the joint maximization of 4 over (v, 3) gives non-ignorable
biases in estimating (3, which is reduced most by using p, (). Throughout this book,
the modes of p, (k) and pg . (h) are called the MLE and restricted MLE (REMLE),
respectively.

Example 3.8 Suppose that Y = (Y, Ycen) consists of n realizations from a regres-
sion with mean X 3 and variance o2, where Y, consists of k observed values and Y,,,,
represents n — k censored values. The censored data are created by Type I censoring
at some known censoring point ¢ (i.e., Y., > ¢), so that only values less than or equal
to ¢ are recorded. Then, similar to Example 3.3 we have the marginal likelihood
L(0; y) = T, (v2m0) ' expl{—(y; — x:3)* /20 )T, P63 + ¢; > ¢)
=, (vV270) ™ exp{— (i — x:8)° /207 T @ (i3 — ©) /).

However, there is no canonical scale here. Following Example 3.3, we take the
log-h-likelihood on the v; = log(Y; — c) scale to have

k
h=1log L(6, v; y, v) = — (n/2) log270™) — " (vi — x:f)*/(207)
i=1

— DAY= xB)’/(20%) —log(Y; — ©)}.

i=k+1

Fori=k+1,...,n, 0h/Ov; = 0 gives

Vi =B+ c+ VB — o) +402}/2 > c.

Because v is not a canonical scale, the joint maximization of # and the use of the
adjusted profile log-likelihood p, (h) lead to different estimators. Numerically the
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Fig. 3.1 Tobit regression.

Complete data (solid line); —  complete data

incomplete data using simple 7 nceaiclels daty

regression (dashed line), i

using m (two-dashed line), © f

using & (dotted line), using o) .

pv (h) (dot-dashed line)

former is easier to compute, but the latter gives a better approximation to the MLE.
To check performance of these joint estimators, we generate a data set from a Tobit
model; fori =1,..., 100

Yi =B+ Bixi tei

where Gy = 1,6 =3, x; = —1 4+ 2i/100, ¢; ~ N(0, 1) and ¢ = 3.

Figure 3.1 shows the result from a simulated data set. The use of p, (k) gives a
better approximation to the marginal log-likelihood. In Fig.3.1 the solid line is the
simple regression fit using all the data (this is possible only in simulation not in
practice) and the dotted line is that using only the observed data. Figure 3.1 shows
that ignoring the censoring mechanism can result in a bias. The marginal MLE,
accounting for the censoring mechanism, corrects such bias. The marginal MLEs
based upon Gauss—Hermite quadrature (GHQ) and the adjusted profile likelihood
py(h) are almost identical. The numerical method such as Gauss—Hermite quadrature
cannot be used if the dimension of integration is large, but the Laplace approximation
has no such limitation. In this example, where a canonical scale does not exist, the
use of p,() gives an estimation for (3, essentially without a bias. We see that the
joint maximization of the h-likelihood leads to a slightly biased estimation of (3, but
practically a satisfactory estimation. [

Table 3.1 shows historical evolvement of estimating criteria for the HGLMs. Here,
mord and dord are the orders of approximations to fit the mean parameters (moxrd
= 0 or 1) and the dispersion parameters (dord = 1 or 2), respectively. For the
dispersion parameters, we need a further elaboration to reduce biases. The first-order
approximation pg ., (h) often gives very accurate approximation. However, it could
introduce a non-ignorable bias to the dispersion estimator in case of small cluster
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Table 3.1 Estimation criteria for the h-likelihood, HL.(mord, dord)

Method Criterion for v Criterion for 3 Criterion for v Literature

HL(0,1) h h pg,v(h) Lee and Nelder
(1996)

HL(0,2) h h sg,v(h) Lee and Nelder
(2001a)

HL(1,1) h pv(h) P, (h) Yun and Lee
(2004)

HL(1,2) h pv(h) sg.v(h) Noh and Lee
(2007)

sizes under some models. To reduce the bias further in estimating the dispersion
parameters, the second-order approximation s3 , (4) needs to be used as follows:

sp(h) = ppo(h) — {F(h)/24}, (3.11)
where
F(h) = tr[—{3(0*h/0v*) 4+ 5(0°h/Ov*)H (h, v) " (D> h/Ov)YH (h, v) "] |v—s-

The HL(0,1) for the normal random effects and HL(0,2) for the gamma random
effects often perform well when cluster sizes are not very small (e.g., n; > 3).
As the orders in mord and doxrd increase, the bias of estimators is reduced, but
the calculation can be computationally intensive due to the extra terms, particularly
when the number of random components is greater.

e HL.(0,1) method

We present how to implement parameters via the simple HL(0,1) method. Given
Y = (¢, a)T, the estimates of 7 = (87, v7)T are obtained by solving

Oh/0B =0 and 0h/Ov = 0,

which lead to the maximum h-likelihood (MHL) score equations for 7 = (37, 97)7:

XTwWx X"Wz\ (B X"Ww
T T ~1= T , 3.12)
Z2WX Z'WZ+Q v Z'Ww+R
where W is the GLM weight matrix with a diagonal element
wy = [var(y;lv)ig (uy) 17!

with var(y;|v;) = ¢V (uy) and ¢ () = 9g(uy) /Oy, Q = diag(—0%€,/v7) is a
diagonal matrix, w = n+ (y — )¢’ (1) is the GLM adjusted dependent variable, and
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R = Qv + (0¢,/0v); R = 0if v ~ N(0, ). Note that the asymptotic covariance
matrix (Lee and Nelder 1996) of 7 — 7 is given by

var(f — 1) = H™,

where H = H(h, 7) = —0%h/07? is the square matrix on the left-hand side of (3.12).
So, the upper left-hand corner of H~! provides the covariance matrix of /3, given by

var(8) = XT=71x)7!,

where ¥ = W~! +ZQ~'Z" . In the LMM (3.1), the MHL score Eq. (3.12) becomes
Henderson’s (1975) score equation

XTx XTzZ\ (B X7y
T T ~ = 1, (3.13)
Z'X Z'Z+ (p/a)l; ) \ D ZTy
leading to the MLE of 3
X'z 'x)p=xTx"ly,

where £ = var(y) = ¢I, + aZZ". Here, I, denotes a ¢ x g identity matrix.

Let
p= (X D) v=(Y 2).

Then the joint Eq. (3.12) reduce to a simple matrix form

PTVP)7 = PTVy,, (3.14)
where yop = (w”, RTQ~")7. Note here that H = PTVP. In fact, the estimating
Eq. (3.14) can be viewed as the IWLS equations from an augmented weighted linear
model (Lee and Nelder 2006, p. 154):

yo = P7 + €*,

where an error term €* ~ N(0, V™ 1).

For estimation of the dispersion parameters v = (¢, a)”, we use the adjusted
profile h-likelihood, ps ., (h), of ¥ after eliminating (3, v), defined by

ppo(h) = [h - %log det{H (h; T)/(27T)}]

, (3.15)
B.v)=3.9

where H(h; 7) = —0?h/07% and T = T(¢)) = (3(@/}), 0(1))). The REMLE:s of 1) are
obtained by solving the estimating equations
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Ips.v(h) /0 = 0. (3.16)

Note here that in implementing the above REML equation we allow the 90 /9% terms
(Lee and Nelder 2001a). Note also that the estimated standard errors (SEs) for ﬁ and
1) are obtained from the inverses of corresponding Hessian matrices, H(h, 7) =
—9%h/01* and —8%pg ., (h)/OY?, respectively.

Particularly, in the normal LMMs (3.1) the estimating Eq. (3.16) provides simple
REML estimators for ¢ and «, given by

i Oif — i)’ 07
DY el U AP VL) , (3.17)
n—(@+q—"m) q9—m

<)

where 7i; = x[ B + 0, 70 = ¢tr{Ho  (0Ho/0¢)}, 11 = —atr{Hy (9Ho/Da)}, and
I’{\O = Ho(h, T)|;==q») With Hy = ¢H. Note that in the GLMM where v; ~ N(0, ),
the REMLE of « has the same form as that of « in (3.17). For the general HGLMs,
see Lee and Kim (2016). [

3.3.2 Inferences on the Unobservables

Inference on the unobservables is not possible from the Fisher likelihood as they are
removed from the likelihood function by integration. In this section, we study how to
make inference about them using the h-likelihood. The Bayesian approach has been
successful in drawing inferences about the unobservables. As Efron (2013) pointed
out, however, the use of Bayes theorem in the absence of prior is an unresolved but
important problem. We believe that this can be accomplished via the h-likelihood
approach.

Suppose that our interest is only in the unobservables. When 6 is known, since
fo(¥) is a known constant, all the information about v in the extended likelihood is in
fo(v]y). Thus, when the true value of € is known, inference about v can be made using
fo(v|y). However, since 6 is unknown in practice, we may make inference about v
by using f5(v]y) with 0 being the MLE. This is the so-called “estimative approach”
(EA) or empirical Bayesian (EB) approach. This approach gives an asymptotically
correct inference, but it often results in a poor inferential performance in the finite
samples because it cannot account for uncertainty, caused by estimating 6. Such an
uncertainty is in fp(y), so that the drawback of the EB approach can be overcome by
using the whole h-likelihood.

3.3.2.1 Wald Interval

It is important to investigate the heterogeneity in the outcomes among clusters (e.g.,
centers) in order to understand and interpret the variability in the data. Such het-
erogeneity can be accounted for by the random cluster effects. In addition to the
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estimation of the random effects, a measure of uncertainty for these point estimates
is useful and necessary. We introduce the Wald interval for the individual random
effects. To investigate and explain the sources of such heterogeneities, interval estima-
tion for individual cluster effects has been used (Carlin and Louis 2000). A standard
method is the EB confidence interval, which has been criticized for not maintaining
the nominal level and hence fully Bayesian methods have been developed.

Meng (2009, 2011) established Bartlett-like identities for the h-likelihood. That
is, the score for the unobservables has zero expectation and the variance of the score
is the expected negative Hessian under easily verifiable conditions. Paik et al. (2015)
studied the conditions that the asymptotic normality holds for v — v, for example,
when v is the cluster effects. Lee and Nelder (2009), Lee and Ha (2010) and Paik
et al. (2015) proposed the Wald intervals for the random effects.

We first show how to construct the h-likelihood interval of the random effects
and show its relationship with EB and fully Bayesian credible intervals. Given 6, let
0(f) be a maximum h-likelihood estimator (MHLE) for the random effects solving
Oh/0v = 0, which gives the EB-mode estimator for v, without computing fp(v|y).
In the HGLMs, (v, ) and dispersion parameters are asymptotically orthogonal (Lee
and Nelder 1996); therefore, in estimating (v, 3), we do not need to consider the infor-
mation loss caused by estimating the dispersion parameters. The negative Hessian
matrix of 5 and v based on £ is given by

. _ —82h/8ﬂ8ﬂT - 82h/868vT H11 H12
H(h’ ﬁ’ U) - ( —32h/8v85T - 82h/8v8vT - HITZ H22 ) (318)

For the LMMs, Henderson (1975) showed that the lower right-hand corner of
H(h; B, v)~! gives an estimate of the unconditional mean squared error (UMSE):

UMSE = Eg[{5 () — v}{5(0) — v)7]
= Ey[{D(0) — v}{0(0) — v} 1+ E»l{5(@) — D)} (D@) — 5}, (3.19)

where 9(0) = 9(6) |,y and 0 is either the MLE or REMLE of 6. Note that, generally,
as N = min;<;<, n; — oo, we have (Lee and Nelder 1996; Booth and Hobert 1998)

E(vly) = 5{1 + O(N""} and var(vly) = Hy'{1 + ON"")}.

The second term in (3.19) is the inflation caused in the UMSE because of the esti-
mation of 6 by 0. Lee and Nelder (1996) and Lee et al. (2017b) showed that this
holds generally in the HGLMs. The above UMSE could be used to construct the
h-likelihood confidence intervals for v when the asymptotic normality holds. For
example, let A be the lower right-hand corner of H (h; ﬂA, )~} corresponding to v,
with the kth diagonal element ay;. Then, A = {Hy» — le(H“)_lHZI}_l |ﬁ:3,v:ﬁ’
which provides a generally good estimators for var (0—v). Thus, a (1—X) h-likelihood
interval for vy is

ﬁk + N2 SE(f)k - vk), (320)
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where z),, is the standard normal quantile with a probability of A/2 in the right
tail, and SE(0; — vy) is /. This confidence interval will work well if D —vis
approximately normal.
Note that
var(vly) = Egy{var(vly, 0)} + varg, {E(v]y. 0)}.

Carlin and Gelfand (1990) noted that the EB variance estimate only approximates
the first term in the above equation, and ignores the second. Kass and Steffey (1989)
used a Laplace approximation to show that under the uniform prior 7() = 1, the
estimator for var(v|y) can be obtained from H(h; 6, v)~' = {—0h2/0(0, v)*}~L.
Thus, the h-likelihood interval improves the EB interval and it can be interpreted
either as a Bayesian credible interval (under the uniform prior) or as a frequentist
confidence interval (Lee and Kim 2016).

3.3.2.2 Interval Based on the Predictive Distribution

The Wald interval works well when the distribution of 0 — v is approximately normal.
If the distribution of ¥ — v is skewed, however, it may not work well. In general,
the fully Bayesian credible interval is proposed based on the (Bayesian) predictive
distribution

Ty = / Fo(oly)w(6ly)de, (3.21)

where 6 is integrated out. For the frequentist interval, Lee and Kim (2016) proposed
to use the (frequentist) predictive distribution

P(vly) = /fa(vly)cwly)d@, (3.22)

where c(f]y) is the frequentist confidence density such as the bootstrap distribution
(Lee et al. 2017b, Chap.4). This leads to the bootstrap method to get an estimate of
the predictive distribution

1 B
PEly) = 2 D fir (1),
j=1

where 67, ..., 0} are the bootstrap replicates of 6. For interval estimation, they pro-
posed to use the percentiles. When the distribution of v|y is very skewed, we need
to use the bootstrap method.

In this book, we use the Wald interval in the previous section because, in many
applications, we found that its performance is satisfactory and it is computationally
easy because all necessary quantities are computed to obtain the MHLEs. Better
interval estimators can be made by using numerically intensive boostrap method. For
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the performances of the boostrap method for interval estimation of random effects
see Lee and Kim (2016) and of subject-specific function estimators see Cao et al.
(2017).

3.3.2.3 Example for the Predictive Distribution

Estimation of the predictive distribution is crucial for inference about the random
effects. Suppose that we have the number of epileptic seizures in an individual for
five weeks, y = (3,2,5,0,4). Suppose that these counts are iid from a Poisson
distribution with mean 6. Here, 6 = B+2+54+04+4)/5=2.8isthe MLE of 6,
which maximizes the Fisher likelihood fj(y). Inference about 6 can be made by using
the likelihood. Now we want to find a good predictive distribution for the seizure
counts for the next week, v. Then, because fy(v = ily) = fy(v = i), the plug-in
technique gives the predictive distribution of the seizure count v for the next week
as

PE(vly) = f,(v = ily) = f;(v = i) = exp(—2.8)2.8'/il.

This gives an asymptotically correct inference because f3(v = ily) — fg,(v = ily)
where 6 is the true value of §. However, its finite sampling property is in doubt.
Pearson (1920) pointed out that the limitation of the Fisher likelihood using the plug-
in method is its inability to account for the uncertainty in estimating 6. This plug-in
technique is the so-called EB method.

He suggested using the fully Bayesian predictive distribution (3.21). To reduce
dependence on priors, noninformative priors such as Jeffreys’ prior can be considered
to form the predictive distribution (Lee and Kim 2016); Jeffreys’ prior under Poisson
with mean 6 is m(6) oc \/i(f) = 0~'/2. The resulting predictive distribution gives a
predictive probability with higher probabilities for larger y. Pearson (1920) pointed
out that this Bayesian procedure handles the uncertainty caused by estimating 6.
However, this Bayesian procedure depends upon the choice of a prior and it would
be difficult to justify the specific choice of Jeffreys’ prior. Here, the h-likelihood is
proportional to

£9(3,2,5,0,4,v) = exp(—60)0> T2+ (312151014101),

where é(v) =B+2+4+5+0+4+ v)/6. Then, the normalized profile likelihood
fg(v)(S, 2,5,0,4, v) gives the predictive distribution of Mathiasen (1979), almost
identical to Pearson’s but without assuming a prior on ¢ (Fig.3.2); for more discus-
sion, see Bjgrnstad (1990). This example shows that the standard methods for the
likelihood inference can be used for the prediction problem by using the h-likelihood.
Lee and Kim (2016) studied various predictive distributions based on the frequentist
confidence densities. All of them account for the uncertainty caused by estimating
0. They found that the use of the normalized likelihood as a confidence density in
(3.22) gives the best interval, maintaining the stated level.
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3.4 A Practical Example: Epilepsy Seizure Count Data

We illustrate the h-likelihood approach using the epilepsy seizure count data from a
clinical trial carried out by Leppik et al. (1985) and previously analyzed by Thall and
Vail (1990). The data come from a randomized clinical trial conducted among patients
suffering from simple or complex partial seizures to receive either the antiepileptic
drug progabide or a placebo, as an adjuvant to the standard chemotherapy. Primary
outcome of interest (y) is the number of seizures occurring over the previous 2 weeks
measured at each of four successive postrandomization clinic visits. Thall and Vail
(1990) took a quasi-likelihood approach and focused on comparing various types
of overdispersion models. In this analysis, we assume the extra variation is due to
individual-specific seizure propensity and conduct a secondary analysis to quantify
the seizure propensity. We formally identify patients with high seizure propensity
using the inferential procedure described in Sect. 3.3. Specifically, we assume that the
inherent seizure propensity exists and is realized (subject was born with it) but cannot
be observed. We would like to draw inference about the realized seizure propensity
and apply the Wald interval described in the Eq. (3.20).

e Model considered: Poisson-gamma HGLM

The data consist of four repeated measures (n; = 4) for K = 59 epileptic patients,
with covariates Constant, Base (x1), Trt (x,; placebo = 0, progabide = 1), Base.Trt
(x3), Age (x4) and Visit (xs = —0.3, —0.1, 0.1, 0.3 for each visit). We assume a
Poisson-gamma HGLM as follows:

@) yijlu; G =1,...,59;j = 1,2, 3,4) follows a Poisson distribution with mean
i = exp(n;;), where

N = Bo + Bixiyj + Boxoij + B3x3i5 + Baxaij + Bsxsij + v;

is the linear predictor with v; = log u;.
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Fig. 3.3 Estimated random effects of 59 patients in the epileptic data and their 95% confidence
intervals, under Poisson-gamma model; Expected and Observed mean confidence intervals based
on expected and observed information matrices

(i1) The random effect u; is assumed to arise from a gamma distribution having mean
1 and variance o.

e Estimation of parameters

The Poisson-gamma model was fitted using the HL(0,2) method. The estimates of
the fixed parameters and their standard errors (SEs) are Bo = —1.32 (SE = 1.25),
B1 = 0.88 (SE =0.13), 5, = —0.90 (SE = 0.40), 33 = 0.35 (SE = 0.20), 3, = 0.50
(SE = 0.37), @5 = —0.29 (SE = 0.10), and & = 0.28 (SE = 0.06), yielding a
significant difference between the two treatment groups.

¢ Inference on heterogeneity

Lee and Ha (2010) have found that in constructing the HL interval, using the u-scale
gives a better coverage probability than using the v -scale (i.e., v = v(u)) for the
HGLMs: see also Paik et al. (2015). Now, we focus on investigating the heterogeneity
among patients and construct 95% confidence intervals for the realized values of
patient effects u;(i = 1, ..., 59) under the Poisson-gamma model:

{I:\t,' - 196SE(I:\£, - l/t,‘), l’/\t,' + 196SE(12, - I/t,)}

Note here that #; is a solution of 0h/0u; = 0 and that SE(it; — u;) is obtained from
the inverse of the observed information H (h; /3, u;) = —0%>h/9(3, u;)* in (3.18).
Figure 3.3 gives 95% confidence intervals for the realized but unobserved individ-
ual seizure propensity (K = 59). The intervals are plotted against the increasing order
of estimated random effects. The confidence intervals obtained from both ‘observed’
and ‘expected’ versions (Paik et al. 2015) of the variance estimates of &; — u; show
similar trends. Here, the expected version indicates the inverse of E{H (h; 3, u;)}.
Figure 3.3 demonstrates substantial variations in seizure propensity among patients.
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Especially, for four patients (patient id = 10, 25, 35, and 56), 95% confidence inter-
vals for u; do not contain 1, suggesting that the seizure propensity is significantly
different from the norm. Patient id 49’s interval excludes 1 using the variance esti-
mate via the expected information. These patients were identified as outliers via the
residual analyses by Thall and Vail (1990), Breslow and Clayton (1993) and by Ma
and Jgrgensen (2007), but there were no formal inferential procedures. We also iden-
tify patients with low propensity significantly different from 1, which the previous
analyses could not. Lee and Ha (2010) plotted the h-likelihood surface of u, which is
reasonably symmetric, so that a similar conclusion was drawn based on the interval
from the predictive distribution. Thus, we recommend to check the symmetry of the
h-likelihood surface if the Wald interval is expected to work well.

3.5 Appendix

3.5.1 Proof of Approximation in Poisson-Gamma HGLM

Consider the Poisson-gamma model. That is, assume that response variables y;; given
the random effect u; of the ith individual are independent and that they have a Poisson
distribution with mean E(y;j|u;) = pyu; G =1,...,q;j=1,...,m):

vijlu; ~ Poisson(u;u;) with p; = exp(x§ﬁ),

where x;; = (x;j1, ..., X;;)" isap x 1 covariate vector for the jth observation of the
ith individual and 8 = (6, ..., 3,) is corresponding regression parameters. Here,
u;’s follow a gamma distribution with E(u;) = 1 and var(y;) = a.

The marginal likelihood, denoted by L;, of the ith individual is defined by

Li=Li(3, @) =f3.0its -+ Yin) = /eXP(hi)dUi,

where f3 ,(+) is the joint density of y;1, .. ., Yin,, bi = Zj €147+ £5; is the contribution
of the ith individual to the h-likelihood % in (3.7), and v; = log u;. Then, the marginal
likelihood for all individuals becomes L = []; L;. From Example3.7 we have an
explicit marginal log-likelihood:

m=m(B,a) =logL = Zlog[/exp(h,-)dvi}

= > gxfB — logN(y; + D} + D {—(@™ + yi)logle™ + piy)

1

+logT (@' + yi) + c(@)}, (3.23)
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where yip = >y, pir = 2 = 2 exp(x)3) and c(a) = —logT(a™") —
a~!log o Here, the h-likelihood is given by

h=h(B,a) =D {ygx;8 — logI(y;+ D}
ij

+ > @+ yivi — (@7 + piu; + c(a)}.

From
Oh)Ov; = (yir + ") — (uiy +a” Hu; = 0,
we have
i 0471 + LLis )

which also becomes E(u;|y;) since the conditional distribution of u; given the ith
observed data y; is gamma. Note here that the ith component of adjustment term for

pv(h)s
H(h; v) =ty = =070V} |yt = (' + i)l = @' + yiy

is free of 3 but depends upon a. Since H (h, v)|,—; = diag(a™' +y;;)isag x g
diagonal matrix, we have that

pu(h) = [h - %log det{H (h; v)/(277)}] lu=a

= D"l —log Dy + D} + D (—(@" +yi) log(@™ + puiy)
7 i
+ (@' + yip)loga™ +yip) — (@' + yip) —log(a™ + yip)/2
+ log(2m) /2 + c(a)},

which is equivalent to approximating m of (3.23) by the first-order Stirling approxi-
mation

logI'(x) = (x — 1/2) log(x) + log(2m)/2 — x

forT'(a~' + vi+). Thus, the marginal ML estimator for # (maximizing p, (%)) can be
obtained by maximization of 4. Note that given «, the MHL estimator for (3 is the
same as the ML estimator (Lee and Nelder 1996). Furthermore, a good approximation
to the ML estimator for a can be obtained by using p, (k) if the first-order Stirling
approximation works well. It can be further shown that the second-order Laplace
approximation, s, (h) = p,(h) — {F(h)/24}, is equivalent to approximating m by the
second-order Stirling approximation
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logT'(x) = (x — 1/2) log(x) + log(2m)/2 — x + 1/(12x).
Here, under the HGLM with one-random component v, the term, F'(h), in (3.11) is

given by
q Vi 3 2
0h O°h
Fh:E 3= )2 -5(=—=)
" ’ (avf‘) ! (81)?) ]

i=1 t

’

v=0

where h;; is the ith diagonal element of H (h, v)~!, Under the Poisson-gamma model
it gives a simple form:

q
Fy=-22 (™" +y)".

i=1

Note that in general, m = s,(h) + OWN"% as N = minj<;<, n; — 00 (Lee and
Nelder 2001a). For the REML estimator for «, we use pg ,, (h) or 53, (h).



Chapter 4
Simple Frailty Models

The concept of frailty was first introduced by Vaupel et al. (1979) to account for
the impact of individual heterogeneity in univariate (independent) survival data. In
this chapter, we introduce the frailty model, an extension of the Cox PH model, for
analyzing correlated survival data. The frailty is modeled by an unobserved random
effect acting multiplicatively on the individual hazard rate to describe the individual
heterogeneity and the correlation (dependency) among survival data from the same
subject or cluster (Clayton 1978; Hougaard 2000; Duchateau and Janssen 2008). Even
if heterogeneity and correlation are different concepts, they can both be modeled by
frailties.

Various inferential procedures for the frailty model have been proposed in the
literature. In this book, we focus on the likelihood-based approaches: We discuss
the h-likelihood, penalized partial likelihood, and marginal likelihood procedures
and compare them. All of these procedures can be derived from the h-likelihood.
Through real data analyses, we demonstrate the h-likelihood procedures, available
in the frailtyHL (Ha et al. 2018) R package. We also review recent developments in
the model-selection procedures and interval estimation of the individual frailties.

4.1 Features of Correlated Survival Data

Survival data, namely time-to-event data, are often collected as a single observed
event per individual. This simple form of data is called independent survival data and
has been often analyzed using the Cox PH model when there are confounding factors
that need to be adjusted for. However, in many biomedical studies, a correlation
among times-to-events can be induced by clustering as follows:

e Recurrent or multiple events: Each subject can potentially experience more than
one event; for example, a patient can have times to recurrent events of the same

© Springer Nature Singapore Pte Ltd. 2017 67
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type (e.g., recurrences of tumor or recurrent infections of disease) or multiple
events of different types (e.g., death after recurrences).

e Events by pair or family: Various clustered time-to-event studies from twin or
family study, matched pair study, and study of organ systems (e.g., left and right
eyes).

e Events from multicenter: In multicenter clinical trials, survival times of patients
from the same center may have common medical characteristics and practice pat-
terns.

These event times within a cluster can be correlated due to a common genetic or
environment effect on the same cluster. We call such data correlated (i.e., multivari-
ate or clustered) survival data. This correlation can be modeled by introducing a
frailty (an unobserved random effect) term into the PH model. The frailty model,
an extension of the Cox PH model allowing random effects, has been widely used
for modeling dependency within a cluster as well as heterogeneity between clusters.
Fitting the Cox PH model ignoring the correlation can lead to underestimation of
the fixed covariate effects as we will see later. The frailty model can also be used to
describe heterogeneity in the independent survival data. The idea is that individuals
who are more frail will die (or experience an event) earlier than ones who are less
frail. Or a family with a larger frailty value will experience their events at earlier
times than a family with a smaller frailty value. Figure4.1 displays the meaning
of frailty, using the log-normal frailty model in Example 4.1 with kidney infection
data. This indicates that the estimated frailties are overall larger (i.e., more frail) for
patients who had an event (infection) early than those who had an event later.
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4.2 The Model and H-Likelihood

In this section, we first define the univariate frailty model, which includes a frailty
term from a univariate distribution, and present the h-likelihood for the model. Then,
we present various existing likelihood-based methods, derived from the h-likelihood.
The results presented in this section will be extended to the multivariate frailty models
in the later chapters, especially under competing risks.

4.2.1 Univariate Frailty Model

Suppose that data consists of observed times to an event subject to censoring, and
collected from ¢ subjects (or clusters) with n; observations per cluster (i = 1, ..., q;
Jj =1,...,n;). Let T;; be the potential event time for the jth observation for the ith
subject and C;; be the corresponding potential censoring time. Here, n = >, n; is
the total sample size. In the multicenter clinical trials, n; would be the number of
patients in the ith center and n would be the total number of patients coming from
all g centers. In the independent and bivariate data, n; = 1 and n; = 2, respectively,
for all i. Denote by U; the unobserved univariate frailty for the ith subject. The two
assumptions for the (Fisher) likelihood construction in Sect.2.1.2 under the Cox PH
model are extended to the frailty model as follows.

Assumption 3:
Given U; = u;, the pairs {(T;;,Ci;),j=1,...,n;} are conditionally
independent and both 7;; and C;j; are also conditionally independent for
j = 1, Y (T

Assumption 4:
GivenU; = u;,{C;j, j =1, ..., n;} are conditionally noninformative of T;;.

e Univariate (or one-component) frailty model: Given an unobserved frailty for
the ith subject U; = u;, suppose that the conditional hazard function of T;; takes the
form of

Xij (tlug) = Xo(t) exp(x]: Byu;, (4.1)
where A\g(-) is an arbitrary baseline hazard function, x;; = (xjj1, ..., X; jp)T is a
vector of fixed covariates and 3 = (3, ..., 3,)" is a vector of the corresponding

regression parameters. For the purpose of identifiability, the term xlg [ does not
include the intercept term as in the Cox PH model (2.4). The random variable U; is
assumed to be independently and identically distributed (iid). Popular distributions
for U; are gamma and log-normal.
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In the frailty model (4.1), E(U;) (or E(V;))is confounded with the baseline hazard
Ao (t) since, for example,

Ao(u; = (aro(t))(u;/a) for alla > 0.

Lee and Nelder (1996) proposed to impose constraints on the random effects such
that E(U;) = 1 or E(V;) = 0, rather than putting constraints on the fixed parameters,
which is convenient in the multiple random-effect models. Elbers and Ridder (1982)
showed that the frailty model (4.1) with a vector of covariates x;; is identifiable if
the frailty distribution has the finite mean (i.e., E(U;) < 00). Thus, it is traditionally
assumed that E(U;) = 1 and var(U;) = « for the gamma frailty model and that
E(V;) =0 and var(V;) = « for the log-normal frailty model, i.e., V; = logU; ~
N (0, o). Note that model (4.1) reduces to the Cox PH model when u; = 1 for all i
(i.e., « = var(U;) = 0).

For the gamma frailty model, the marginal likelihood is explicitly available after
integrating out the frailty term, but not for the log-normal frailty model. However, the
log-normal frailty model is useful, particularly to incorporate correlated frailties. It is
worthy to note that the h-likelihood can easily accommodate other frailty distributions
(Duchateau and Janssen 2008; Wienke 2011).

Under the model (4.1), the conditional survival function of T;; given U; = u; can
be expressed as

S(tlu;) = P(Ti; > t|U; = u;) = B(t)",

where B(t) = exp{—Ao(t)e"flf"ﬁ} with baseline cumulative hazard function Ay(t) =
fot Ao (k)dk. This means that the random variable U; is a frailty which describes the
individual unobserved risk. Note that a larger value of u; implies a smaller survival
probability S(t|u;), indicating a poor survival. In other words, individuals in a group
i with u; > 1 [u; < 1] are more frail or at higher risk [less frail or at lower risk],
respectively (Fig.4.1).

Ti; and T, for j # k, (i.e., survival times of individuals within cluster 7) are
dependent unconditionally because of their shared frailty u#;. The multivariate sur-
vival function of T;y, - -- , Ti,, can be derived by integrating out the frailty from
the conditional survival function, S(t|u;) = P(T;; > t|u;): From Assumption 3, we
have

S(tlv~~~9tni) = P(T;; >tl’~'-vTini > tn,-)

=/[H5(tj|ui)]f<ui)dui,
7

where f(u;) is the density function of the frailty U;.

Remark 4.1 In Appendix 4.7.1, we show that under the frailty model (4.1) the mar-
ginal hazard function with covariates x, denoted by AM(¢: x), becomes
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M(t; x) = M) exp(x" BEUIT > t; x),

where the conditional expectation E(U|T > t; x) indicates the expected frailty
among the survivors at time ¢. Under the gamma frailty, we have

EWUI|T > t;x) = {1 + aAo(t) exp(x” 3)} 7,

which decreases with time ¢ (see Fig.4.1). Here A¢(¢) = fOI Ao (k)dk is the baseline
cumulative hazard function. This leads to the Burr model (Burr 1942), given by

Ao(t) exp(x” 3)

M. =
AM(;x) = 1+ aho(t) exp(xT3)’

and the hazard ratio is not constant over time (non-proportional hazards). Further-
more, for any frailty distribution the hazard ratio with a single covariate x is given
by

M x=1) 3 EUIT >t;x=1)
WMia=0 PO Orsra=0)

which will be time dependent except under specific circumstances. Thus, the frailty
models generally lead to non-PH models. [

4.2.2 H-Likelihood and Related Likelihoods

The observable random variables are
Yij = min(T;, Cij) and 6;; = I(T;; < Cij).

Let y;; be an observed value of Y;;.

e Definition of the h-likelihood (Appendix 4.7.2): Under Assumptions 3 and 4, the
h-likelihood for the frailty model becomes

h=h(B,v, X, @) =D Lij+ > b, (4.2)
ij i

where
Ciij = L1 (B, Aos Yij» Oijlui) = dij{log Ao (yij) + mij} — {Ao(yij) exp(nij)}

is the logarithm of the conditional density function for Y;; and d;; given U; = u;, the
so-called ordinary log-likelihood for censored survival data given u;, £2; = £5; (av; v;)
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is the logarithm of the density function for V; = log(U;), Ao(¢) is the baseline cumu-
lative hazard function, and

mij = X0+ vi
is a linear predictor on the log-hazard with v; = log(u;). As mentioned in Chap. 3,
the h-likelihood can be interpreted as the Bayesian posterior under the uniform prior.

e Profile h-likelihood: Suppose that the functional form of A\ (¢) in (4.1) is unknown.
Let Aox = Ao(y)) be the baseline hazard function at yy,, where yq, is the kth
(k =1, ..., D) smallest distinct event time among y;;’s. Following Breslow (1972),
we define the baseline cumulative hazard function Ay(t) = fot Ao (u)du to be a step
function with jumps Ao at observed event times y:

Ao = D o= D Aol (y < 1) (4.3)

k:y(k) <t k

Following Appendix 2.6.2, by substituting (4.3) into (4.2) the first term in (4.2)
becomes

Zﬁm = Zd(k) log Aok + z5ij77ij - Z)\Ok[ Z GXP(WU)],
ij k ij k . ))eRw
where dy) is the number of deaths at y() and
Ry = ROyw) =10, J) 2 yij = yw)
is the risk set at y). As the number of the terms \g;’s in D, ; £1;; increases with the
number of events, the dimension of the function Ay(¢) is potentially high (Zeng and

Lin 2007; Ha et al. 2010) when A\ (¢) is unknown. In survival analysis, however, Ao ’s
are not often of interest. Thus, we may eliminate them using the profile h-likelihood

h* = h|/\0=’)\\07

leading to

B =h"(B,v, ) = [Zd(k) log Ao + D 0ijmij — Zd(k)] + D b (44
K i k i

where d
-~ k
Aok (B, v) = -
> (i,/)€Ru exp(7;;)
are the solutions of the estimating equations, 0h/0 o, = 0, fork =1, ..., D. Note

that from (4.3) we have
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Aoty = > P

kiyu <t

is a nonparametric MHLE, which is an extension of Breslow’s (1974) estimator of
the baseline cumulative hazard function for the Cox model to the frailty model.

e Relation to the penalized partial likelihood (PPL): Therneau and Gramb-
sch (2000, p. 251) and Ripatti and Palmgren (2000) proposed to construct the h-
likelihood (4.2) using the partial log-likelihood (Cox 1972; Breslow 1974) for £y;;.
They call the resulting h-likelihood the penalized partial likelihood (PPL), defined
by

hy=hy(B.v.0) =L, + > b, (4.5)

where

Ep = Zéijnij — Zd(k) 10g[ Z exp(ﬂij)]
ij k

(i, ))ERw)

is Breslow’s likelihood given U; = u;. In the penalized likelihood approach, the
likelihood for the model is £, and >, €,; is associated with a penalty term. Thus, the
frailty parameter « is a tuning parameter (Therneau and Grambsch 2000, p. 233),
but not the model parameter. On the other hand, in the frailty model, « is the model
parameter to describe a correlation among event times from the same subject, so
that we need to extend the ML and REML estimators in the LMMs to the frailty
models. In the LMMs, the frailty parameter « is the variance component, which is an
important quantity for statistical inference. Thus, in this book, we call &, the partial
h-likelihood and we pay a proper attention to inference about the frailty parameter.

Note that the profile h-likelihood ~* is proportional to the partial h-likelihood # ,
because from (4.4) and (4.5) we have

h* =h, + > dgflogdu — 1}, (4.6)
k

where d){log d«, — 1} is aconstant depending upon only observed data, not depend-
ing upon unknown parameters. In this book, we call both &, and A* the partial
h-likelihood.

The PPL procedure estimates the frailty parameter by modifying the existing
variance-component estimation in the LMMs, which is in spirit similar to the penal-
ized quasi-likelihood (PQL) method of Breslow and Clayton (1993). However, the
PQL procedure is severely biased with binary data, while the h-likelihood approach
does not introduce such severe bias (Lee et al. 2017b, Sect.6.4). Therneau et al.
(2003) improved the PQL procedure, but it is still not satisfactory because it omits
some necessary terms as we shall see later. In the h-likelihood approach, the frailty
parameters are estimated by using the likelihood method, while in the penalized like-
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lihood approach, they are tuning parameters, but not the model parameters. Ha et al.
(2010) discussed this difference between the PPL and h-likelihood procedures and
showed the superiority of the h-likelihood procedure over the PPL procedure. The
PPL differs from the h-likelihood in estimating the frailty parameters, which affects
estimation of both fixed and random effects.

¢ Relation to the marginal likelihood: Following Appendix 3.5.1, the marginal
likelihood of the ith individual is

L=M@Am®=ﬁNMﬁwmﬁﬁ=/“ﬂwwn

where fj 5,0 () is the joint density of y\, ..., y}, with y5 = (v, d;;) for j =
1,...,n;,h = Zj L1;j + £ is a contribution from the ith individual in (4.2), and
v; = logu;. Thus, the marginal log-likelihood for all individuals, denoted by m, can
be obtained by integrating out the frailties from the h-likelihood:

m=m(B, o, @) = »_log Li(B, Ao, @) = Zlog[/exp(h,-) dvi]. 4.7)

This marginal likelihood (i.e., observed-data likelihood) has been often used for
inference (e.g., Klein 1992; Nielsen et al. 1992). In the semiparametric frailty models,
the number of nuisance parameters increases with sample size. With binary data, it
causes severe biases in the MLEs (Andersen 1970). In the finite sample, the resulting
MLEs from the frailty models could suffer from a substantial bias caused by the
presence of many nuisance parameters Ao, when cluster size n; or the censoring rate
is small (Ha et al. 2010). However, in the frailty models, when cluster size n; > 2 for
alli and ¢ — oo, Parner (1998) and Gamst et al. (2009) have shown the consistency
and asymptotic normality of the (marginal) MLEs under the gamma and log-normal
frailty models, respectively. When cluster size n; = 1 for all i, Barker and Henderson
(2005) showed that the MLEs can be substantially biased in the finite sample. Thus,
it is of interest to find a modification of m for the frailty models to eliminate such
bias. Ha et al. (2010) proposed an adjusted profile marginal likelihood p,,(m) with
w = log A,

’

w=w

pmm=h—§%wwWMMMﬂ

where w = (wi, ..., wp)T withwy = log Ao, D(m; w) = —0%>m/Ow? is the adjust-
ment term for eliminating Ay, and @ solves 9m /Jw = 0. They showed the relationship
between those two likelihoods under the univariate gamma frailty model is given by,
as N = minj<;<4 n; = 00,

my, = pw (m) s
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where
my,=mpy(B,a)= log[/exp(hp) dv] 4.8)

is the partial marginal likelihood.

For parameter estimation in the frailty models, it is desirable to eliminate both
nuisance parameters Ay (fixed) and frailties v; (random). In the partial marginal
likelihood m,,, Agx’s are first eliminated from the h-likelihood 4 by the profiling
method and then eliminate v; via integration [ exp(h,) dv. In the marginal likeli-
hood approach, the nuisance random frailties v; are first eliminated via integration
J exp(h) dv. Then, the next step is to eliminate by profiling out nuisance parameters
Aok from m. When the number of fixed nuisance parameters increase with the sample
size, the simple profile likelihood m* = m|, _5 (i.e., using m for estimating fixed
parameters) may not work well. Here an adjusted profile likelihood such as py, (m)
comes to rescue (Ha et al. 2010).

The partial marginal likelihood m , does not involve nuisance parameters Ao, S0
that it might be intriguing to attempt to obtain the partial maximum marginal likeli-
hood estimators (PMMLESs). However, m, is not useful in practice due to intractable
integration, not allowing a closed form even under the univariate gamma frailty
model. Moreover, m, involves high-dimensional integration with the dimension
being the number of the frailties, so that numerical method such as Gauss—Hermit
cannot be used. Even in the gamma frailty models, the EM algorithm is difficult to
apply (Gu et al. 2004). Thus, in this book, we use the Laplace approximation p, (h )
in (4.9) for m ,: for the details of Laplace approximations see Sect.3.3.1.

4.3 Inference Procedures Using R

In this section, we review various likelihood procedures for fitting a semiparametric
frailty model (4.1) with an arbitrary baseline hazard function. Then, we illustrate
the R package frailtyHL with two well-known data sets and compare with various
alternative likelihood procedures in R.

4.3.1 Review of Estimation Procedures

Table4.1 shows historical evolvement of the estimating criteria for the log-normal
and gamma frailty models.

o H-likelihood versus PPL procedures: From the definition of p¢(£) in (3.9), two
adjusted profile h-likelihoods p, () and pg ,(h,) are defined as follows:
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Table 4.1 Estimation criteria for the h-likelihood (HL(mord, dord)), PPL (coxph, coxme), and
marginal likelihood (ML; phmm) for log-normal (LN) and gamma frailty models (FMs)

Method Criterion Literature
] a

HL

HL(0,1) hp paw(hp) Ha and Lee (2003)

HL(0,2) hp sgw(hp) Ha and Lee (2003)

HL(1,1) pol(hp) Psv(hp) Haet al. (2012)

HL(1,2) D) sp.0(hp) Haetal. (2012)
PPL

coxph hp pawhp) Therneau (2010) for LN FM
coxph hp m Therneau (2010) for gamma FM
coxme hp po(hp) Therneau (2011) for LN FM
ML

phmm m 'm | Donohue and Xu (2012) for LN FM

, (4.9)

v=>

1
po(hy) = |:hp — 5 logdet{H (hy; v)/(2ﬂ)}}

where H (hp; v) = —0*h,/0v* and ¥ solves Oh,/Ov = 0, which is the first-order
Laplace approximation of m , in (4.8), and

1
pa,u<hp>=[h,,—Elogdet{H(hp;6»)/(%)}]’ L @10
ﬂ:ﬂ,v:f)

where H(hp; 3,v) = —8%,,/5‘([3, v)? and ([3, v) solves Oh,/0(3, v) = 0. This
becomes Cox and Reid’s (1987) adjusted profile marginal likelihood eliminating
fixed effects 3 by conditioning their asymptotic sufficient statistics B , in addition to
eliminating random effects v by the first-order Laplace approximation. For estimation
of f3, the h-likelihood methods allow for the Laplace approximation p, (%) to m,,
but the PPL procedures always use £ ,. For estimation of «, the PPL methods use
adjusted profile h-likelihoods p,(h,) and pg ,(h,) that give the partial maximum
likelihood estimators (PMLEs) and partial restricted maximum likelihood estima-
tors (PREMLEs), respectively. However, the PPL method does not compute all the
terms necessary to implement these adjusted profile likelihoods as we shall discuss.
In this chapter, the MLEs and REMLEs for the parametric baseline hazard models
are extended to the PMLEs and PREMLEs for the nonparametric baseline hazard
models, respectively.

Furthermore, the h-likelihood method allows the partial restricted likelihood based
on the second-order Laplace approximation sg , (%) for the PREMLEs. The corre-
sponding second-order approximation is
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sp.u(hp) = pao(hy) — {F(hy)/24), 4.11)
where
F(hp) = t[—(3(0*h/0v*) + 503 /0v ) H (h p, v) "1 (@R /00 ) H (B, v) 2] =5

To reduce the computational burden, we use F(h) instead of F(h,). It is recom-
mended to use the second-order approximation in the gamma frailty model (Ha et al.
2010).

For handling tied event times, the h-likelihood procedures use the Breslow’s
method, while the PPL procedures allow for the Efron’s method.

e Comparison of the h-likelihood procedures: The frailtyHL () function pro-
vides estimators based on various orders of Laplace approximations for the fixed
effects and dispersion parameters. As the orders in mord and dord increase, the
biases of the estimators decrease, but the procedures become computationally more
intensive due to calculation of the extra terms. Denote HL (a, b) for the h-likelihood
method using order "a" in mord and order "b" for dord. We recommend using
HL(1,1) with the log-normal frailty and HL(1,2) with the gamma frailty. How-
ever, for the log-normal frailty model, HL(0,1), and for the gamma frailty model,
HL(0,2) often perform well if « is not large. Note that the asymptotic variance matri-
ces of T = (B, v) and & are directly obtained from the inverses of Hessian matrix
{=0%h,/07*)7" and {—0?pg.»(h,)/0a?}~, respectively; the frailtyHL package
provides the standard errors (SEs) of & as well as ﬂA .

e PPL and ML procedures: Based on the PPL methods, the coxph () and
coxme () functions, respectively, implement the PREMLE and PMLE of « for the
log-normal frailty model, and the coxph () function also implements the MLE:s,
maximizing the marginal likelihood m, for a for the gamma frailty model. For com-
parison, we present the Breslow’s and Efron’s methods for handling ties in survival
times in the coxph () and coxme () functions in Example 4.1; Therneau (2010)
recommended the Efron’s method. For the log-normal frailty model, the MLE max-
imizing m is available via the phmm () function, but care must be taken to ensure
that the MCEM algorithm converges (Donohue and Xu 2012). However, the MLE
from phmm () can be biased in finite sample, particularly for smaller cluster sizes
(e.g., when cluster size n; is 1 or 2) (Ha et al. 2010).

Furthermore, with the log-normal frailty, the coxph () function uses the existing
codes in the LMMs so that it misses the term 99/d« in (4.41) of Appendix 4.7 when
solving the score equation Opg ,(h,)/0a = 0; the resulting PREMLE can lead to
an underestimation of the parameters, especially when the cluster size n; is small
or the censoring proportion is high (Ha et al. 2010; Lee et al. 2017b). To overcome
this problem, for the gamma frailty model, Therneau and Grambsch (2000) have
developed the codes for the MLE for o because the gamma frailty allows an explicit
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form of the marginal likelihood. For the frailty models, Ha et al. (2010) showed that
the h-likelihood method yields the least biased estimators.

Remark 4.2 In the gamma frailty model (4.1), given « the MHLE for 3 that max-
imizes h, is the same as the MLE, which is obtained by maximizing the marginal
likelihood m (hence p, (h)). However, the two methods are different in the estimation
of a.. The proofs of these two statements are given in Appendix 4.7.3. Ha and Lee
(2003) and Ha et al. (2011) showed that inference on [ is less sensitive against a
misspecification of the frailty distribution. [

e Numerical example: We investigate the utility of various likelihoods, using
independent survival data with n; = 1 for all i as an extreme case. For this pur-
pose, we considered a simulated data set from the gamma frailty model (4.1) with
(g, n;) = (100, 1). That is, we generated data assuming an exponential baseline haz-
ard \o(¢#) = 1, one covariate following the standard normal distribution with 5 = 1,
and the variance of the gamma frailty o = 1, ensuring existence of the frailty. The
corresponding censoring times were generated from an exponential distribution to
achieve about 5% censoring.

We fitted the gamma frailty model to the simulated data set. For implementation
of the likelihood methods, we used a simple grid search method; in the inner loop,
given o, we maximize &, for (3, v), and in the outer loop, given (3, v), the following
eight likelihoods are maximized for « (Ha et al. 2010):

(i) MLEs: m, py(h), sy(h), pw(m),
(i) PMLEs: p,(hp), sy(hp),
(iii) PREMLEs: pg ,(h}), sg,u(hp).

The eight profile likelihoods are plotted against « in Fig.4.2. Here we find, com-
pared to the true value o = 1, that three likelihoods (p,,(m), s,(h,) and sg,(h)))
retrieve the true frailty, whereas the remaining likelihoods (m, p,(h), s,(h), py(h )
and pg ,(h,)) do not. Thus, in the univariate gamma frailty model, further elaborate
approximations (s, (%), sg,,(h,) or a modification (p,, (7)) provide more accurate
estimation results, together with retrieval of the frailty term. These results also con-
firm the simulation results from Barker and Henderson (2005), Ha (2007) and Ha
et al. (2010). With the bivariate survival data, we have found that all eight likelihoods
retrieve the true frailty well (not shown). Thus, care is necessary, particularly in the
independent data cases.

4.3.2 Fitting Algorithm and Inference

Given a, the joint maximization of &, for (3, v) (i.e., Oh,/0(3, v) = 0) leads to the
iterative least squares (ILS) score equations (Appendix 4.7.4):

XTw*x XTW*Z B\ _ [ XTw* “12)
Z'w*x Z"w*z+ Q0 )\v )~ \Z"w*+R)"’ :
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Fig. 4.2 Profile likelihoods for frailty parameter « in a simulated data set; ML1, m; ML2, p, (h);
ML3, s, (h); ML4, p,,(m) with w = log Ao; PML1, py(hp); PML2, s, (hp); PREMLIL, pg ,(h));
PREML2, 53, (h))

where X and Z are n x p and n x ¢ model matrices for § and v whose ijth row

T T : T
vectors are x;; and Zijs respectively, and z;; = (z;j1, ..., 2ijg)" 1s a ¢ x 1 group

indicator vectgr whose rth element is 9;; /Ov,, W* = —0?h,,/On? is the symmetric
weight matrix given in (4.35) of Appendix 4.7.4, and
0 = diag(—9¢5;/Ov})
is a g x g diagonal matrix. Here
w* =W+ (0 —p
withn = X8 + Zv, u = exp(log Ay + 7) and
R = Qu + (0¢,/0v).
Note here that R = 0 under the log-frailty, if v ~ N (0, a,). In particular, under the

Cox PH model without the frailty, the joint score Eq.(4.12) reduce to the ILS Eq.
(2.10), given by
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XTW*x)3 = XTw*.

X Z w* 0
PZ(OIq) and V:( 0 Q)'

Then the ILS Eq. (4.12) can be written in a new simple matrix form as in (3.14):

Let

PTVP)? = PTy;, (4.13)
where y; = (w*”, R")T. In particular, if v ~ N(0, al,), then R =0 and y§ =
(w*T,07)T. Note that H, = H (h; 3, v) = —0*h,/0(3, v)*> = PTVP.

In Appendix 4.7.5, we outline how to obtain the PREMLE for «, by solving

Opsw(hp)/0a =0. 4.14)
For the log-normal frailty model with v; ~ N (0, o), the PREMLE is given by

L)
& = , 4.15)
q—"

where v = —atr{ﬁgl(aﬁp/aa)} and ﬁp is given in Appendix 4.7.5. This is an
extension of (3.17) for the REMLE from the h-likelihood 4 under HGLMs to that for
the PREMLE from the partial h-likelihood %, under semiparametric frailty models.

o Fitting algorithm:
Suppose that HL(0,1) is used. The fitting algorithm is as follows.

e Step 1: Take (0,0,0.1) as the initial guesses of components of (3, v, ).

e Step 2: Given &, the new estimates (ﬁA, v) are obtained by solving the ILS equations
(4.12), i.e., (4.13). Then, given (B, ), a new estimate & is obtained by solving
Opsw(hp)/0a = 0. In particular, for the log-normal frailty with v; ~ N(0, o),
we have a simple PREMLE, given in (4.15).

e Step 3: Repeat Step 2 until the maximum absolute difference between the previous
and current estimates for (3, v) and « is less than 107°.

After the convergence criterion has met, we compute the estimates of the SEs of

ﬂA, v — v and &. Note that the estimates of var(7 — 7) and var(¢&) are obtained from
the inverses of H, = —9°h,/07> = PTVP and —0?p.(h,)/0a?, respectively.

e Test for the frailty parameter:
Testing the absence of a frailty effect,

Hy : o = var(v;) =0,

is equivalent to test v; = O for all i. Care is necessary because such a null hypothesis
is on the boundary of the parameter space (o > 0). Thus, the standard chi-square


http://dx.doi.org/10.1007/978-981-10-6557-6_3
http://dx.doi.org/10.1007/978-981-10-6557-6_3

4.3 Inference Procedures Using R 81

distribution cannot be applied. The null distribution for the likelihood ratio test (LRT)
statistic follows an asymptotic chi-square mixture distribution, i.e., a mixture of x%
and x7 with equal weights of 0.5. Here the X7 distribution gives probability mass 1
to the value O (Self and Liang 1987; Stram and Lee 1994; Vu et al. 2001; Vu and
Knuiman 2002; Ha and Lee 2005a; Xu et al. 2009). For testing the need for a random
component (i.e., a frailty term), we use the LRT statistic, denoted by LR, based on
the partial restricted likelihood (Ha et al. 2011, 2016a); it is calculated as

LR = _2[p[}(hp) - pﬁ,v(hp)]’

where pg(h,) is the likelihood under Hyp : o = 0. At a 5% significance level, the
critical value of X3 o = 2.71 under the chi-square mixture distribution should be
used. '

Generally, we denote the mixture of two chi-square distributions with k; and &,
degrees of freedom, with equal weights 0.5, by X,%]:kz (Verbeke and Molenberghs
2009). Then, the p-value is calculated as

p =Py, > LR)

1 1
EP(X; > LR) + EP(X,%Z > LR).

For example, the p-value for LRT with the 3, distribution is given by

p= P(X%J > LR)

1 2 1 2
= 7P0G > LR) + - P(x] > LR)

1 2
= EP(XI > LR)

since X3 is the distribution defined by P (x3 = 0) = 1.

4.3.3 Implementation Using R

In this section, we outline the frailtyHL package (Ha et al. 2018) to fit the semipara-
metric frailty model (4.1). The main function, frailtyHL (), fits the log-normal
frailty model as a default as follows:

> frailtyHL(Surv(time, status) ~ x + (1]id),

+ RandDist = "Normal",

+ mord = 0, dord = 1,

+ Maxiter = 200, convergence = 107-6,
+ varfixed = FALSE, varinit= 0.1)
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Inclusion of the option RandDist="Gamma" allows to fit the gamma frailty
model. The first argument is a formula object, with the response on the left-hand
side of the ~ operator, and the terms for the fixed and random effects on the right.
The response is a survival object as returned by the Surv function (Therneau 2010).
Here, time and status denote survival time and censoring indicator taking 1 (0)
for uncensored (censored) observation; x denotes a fixed covariate and id denotes
the subject identifier. The expression (1 |id) specifies a random intercept model
((%| 1d) would specify a random slope model). The parameters mord and dord are
the orders of Laplace approximations to fit the mean parameters (mord=0 or 1) and
the dispersion parameters (dord= 1 or 2), respectively. The Maxiter parameter
specifies the maximum number of iterations and convergence specifies the toler-
ance of the convergence criterion. If var f ixed is specified as TRUE (or FALSE),
the value of one or more of the variance terms for the frailties is fixed (or estimated)
with starting value (e.g., 0.1) given in the varinit.

Previously, the frailty models have been implemented in several R functions such
asthe coxph () function in the survival package (Therneau 2010) and the coxme ()
function in the coxme package (Therneau 2011), based on the PPL, the phmm ()
function in the phmm package (Donohue and Xu 2012), based on a Monte Carlo
EM (MCEM) method, and the frailtyPenal () function in the frailtypack
package (Gonzalez et al. 2012), based on penalized marginal likelihood. The phmm
package fits one-component frailty models, although it does allow for multivariate
frailties. The coxme () function can also fit the multicomponent model as shown in
Chap. 5. Results from the £railtyHL package are now compared with those from
survival, coxme, and phmm packages.

4.3.4 Illustration

Example 4.1 (Kidney infection data) To demonstrate the differences among various
estimation methods in small cluster size, we use the kidney data set in Sect. 1.2.1.
The data consist of times until the first and second recurrences (n; = 2) of kidney
infection in 38 (¢ = 38) patients using a portable dialysis machine. The recorded
information for the first three patients is as follows:

> library (frailtyHL)
> head (kidney)
id time status age sex disease frail

1 1 8 1 28 1 Other 2.3
2 1 16 1 28 1 Other 2.3
3 2 23 1 48 2 GN 1.9
4 2 13 0 48 2 GN 1.9
5 3 22 1 32 1 Other 1.2
6 3 28 1 32 1 Other 1.2
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Table 4.2 Comparison among different estimation methods for the kidney infection data

Method Sex Age Patient
p1 (SE) B2 (SE) & (SE)
Cox’s model
—0.821 0.002 (=)
(0.299) (0.009) —-(-)
Log-normal model
HL(0,1) —1.380 0.005 0.535
(0.431) (0.012) (0.338)
HL(1,1) —1.414 0.005 0.545
(0.432) (0.012) (0.340)
coxph —1.388 0.005 0.551
(Breslow) (0.441) (0.012) (=)
coxph —1.411 0.005 0.569
(Efron) (0.445) (0.013) (=)
coxme —1.332 0.005 0.440
(Breslow) 0.414) (0.012) (=)
coxme —1.355 0.004 0.456
(Efron) 0.417) (0.012) (=)
phmm —-1.329 0.004 0.378
(0.452) (0.012) (=)
Gamma model
HL(0,2) —1.691 0.007 0.561
(0.483) (0.013) (0.280)
HL(1,2) —1.730 0.007 0.570
(0.485) (0.013) (0.281)
coxph —1.557 0.005 0.398
(Breslow) (0.456) (0.012) (=)
coxph —1.587 0.005 0.412
(Efron) 0.461) (0.012) (=)

The variable t ime contains the time until infection since an insertion of the catheter,
and status is a censoring indicator (1 if infection has occurred and 0 otherwise).
The covariates are age, sex, and disease: age, patient’s age (in years); sex,
1 for male and 2 for female; disease, type of disease (GN, AN, PKD, or Other).
The £rail is the frailty estimate using the log-normal frailty model.

We fit the frailty models with two covariates (sex and age) using the functions,
frailtyHL (), coxph (), coxme (), and phmm () . The results are summarized
in Table4.2. In the PPL procedures (coxph () and coxme () ), the Breslow’s method
provides slightly smaller estimates for « than the Efron’s method. With the log-
normal frailty, the PREML procedures (fraityHL () and coxph ()) give larger
estimates for o than the ML (phmm () ) and PML (coxme () ) procedures. However,
both MLE and PMLEs from phmm () and coxme () are somewhat different because
the cluster size is small as n; = 2 for all i. For the gamma frailty, coxph () uses
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the ML procedure, but it still gives smaller estimates for « than the PREML (h-
likelihood) procedures. Compared with the h-likelihood methods, the PPL methods
are computationally more efficient, but has larger biases (Ha et al. 2010). From
Table4.2, we see that the absolute magnitude and SEs of ﬂl and 62 in all frailty
models are larger than those from the Cox model.

Example 4.2 (Rat’s tumorigenesis data (litter-matched rat data)) The rat data set in
Sect. 1.2.2 is based on a tumorigenesis study of 50 (¢ = 50) litters of female rats,
with a litter size of n; = 3. Event time (time) is time to development of tumor,
measured in weeks.

We fit the frailty models with one covariate, rx (1 = drug; O = placebo), using
frailtyHL ().Below, we present the R codes and results for the log-normal frailty
model with HL(1,1). The resulting output shows that the effect of rx is significant
(t-value = 2.808 with p-value = 0.005),implying thatthe rx group
has a significantly higher risk than the control group. Here, the variance estimate of
the frailty is & = 0.427 (with SE = 0.423). The difference in deviance (based on
the partial REML) —2pg , (h,) between the Cox model without frailty and the log-
normal frailty model is

364.15 — 362.56 = 1.59(< 2.71),

so that the corresponding p-value is 0.5P(X% > 1.59) = 0.104. This indicates that
the frailty effect is nonsignificant (i.e., o = 0) at a 5% significance level. Thus, we can
expect that the analyses from the frailty model and the Cox model should be similar.
Note that the results from the Cox model without frailty are available by adding the
two arguments varf ixed=TRUE and varinit=0 inthe frail tyHL procedure
(see below).

Hh#fH#A#A#HA#AHH#S Fitting Cox’'s model ####H###H#H#HSH#H
> library (frailtyHL)
> data(rats)
> Cox<—frailtyHL(Surv(time,status)er+(l|litter),rats,
+ varfixed=TRUE, varinit=0)
[1] "Results from the Cox model"
[1] "Model for conditional hazard:"
Surv(time, status)~rx + (1|litter)
[1]"Method : HL(O0,1)"
[1]"Estimates from the mean model"
Estimate Std. Error t-value p-value
rx 0.8982 0.3174 2.83 0.004655
[1]"Estimates from the dispersion model"
Estimate Std. Error
litter "O" "NULL"
-2h0 -2*hp -2*p_b, v (hp)
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[1,] 363.69 363.69 364.15
CAIC PAIC rAIC
[1,] 365.69 365.69 364.15

H#HHHHHH#HHH#F Fitting log-normal frailty model ##H#H#H##H#H##HHHH
> LNFM<-frailtyHL(Surv(time, status) “rx+(1l|litter), rats,

+ RandDist="Normal", mord=1l, dord=1)
[1]"Results from the log-normal frailty model"

[1] "Model for conditional hazard:"

rx + (1 |litter)

Surv (time, status)
[1]"Method : HL(1,1)"
[l1]"Estimates from the mean model"
Estimate Std. Error t-value p-value
[1] 0.9107 0.3226 2.823 0.004754
[1]"Estimates from the dispersion model"
Estimate Std. Error

litter 0.4272 0.4232
-2h0 -2*hp -2*p_v(hp) -2*p_b,v(hp)
[1,] 335.97 397.36 362.14 362.56

cAIC pAIC rAIC
[1,] 362.22 366.14 364.56

The R codes and results for the gamma frailty model with HL(1,2) are presented
below. The output shows that the results are similar to ones from the log-normal
frailty model, particularly in estimation of (3. The deviance difference (based on
partial restricted likelihood) between the Cox model and gamma frailty model using
the second-order approximation —2sg,(h,) is 364.15 — 362.12 = 2.03(< 2.71),
again indicating absence of the frailty effect (i.e., &« = 0) as shown in the log-normal
frailty analysis.

#H####H##H##H##HE Fitting gamma frailty model #######H##H##H##
> GFM<—frailtyHL(Surv(time,status)er+(l|litter), rats,
+ RandDist="Gamma", mord=1, dord=2)
[1]"Results from the gamma frailty model"
[1]"Model for conditional hazard:"
Surv(time, status) ~ rx + (1]|litter)
[1]"Method : HL(1,2)"
[1]"Estimates from the mean model"

Estimate Std. Error t-value p-value
rx 0.9126 0.3236 2.82 0.004806
[1]"Estimates from the dispersion model"

Estimate Std. Error

litter 0.5757 0.5977
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-2h0 -2*hp -2*p_v(hp) -2*s_v(hp)
331.60 413.85 365.35 361.71
-2*p_b,v(hp) -2*s_b,v(hp)

365.77 362.12

cAIC PAIC rAIC
365.30 365.71 364.12

4 Simple Frailty Models

Now we compare the results from frailtyHL and other packages. We consider
three functions (coxph, coxme, and phmm) for the log-normal frailty model and
the coxph function for the gamma frailty model. The codes of coxph, coxme,
and phmm for fitting the log-normal frailty model are as follows:

coxph (Surv (time,

method = "breslow", rats)

coxme (Surv(time, status)” rx + (1l|litter),

ties="breslow", rats)

status) “rx+frailty(litter,

dist="gauss"),

phmm (Surv (time, status)” rx+(l|litter),rats,Gbs = 2000,Gbsvar = 3000,

VARSTART = 1, NINIT = 10, MAXSTEP = 200, CONVERG=90)

Table 4.3 Comparison among different estimation methods for the rat data

Method Rx Litter
@(SE) & (SE)
Cox’s model
10.898 (0.317) ()

Log-normal model

HL(0,1) 0.906 (0.323) 0.427 (0.423)

HL(1,1) 0.911 (0.323) 0.427 (0.423)

coxph 0.905 (0.322) 0.395(-)

(Breslow)

coxph 0.913 (0.323) 0412 (-)

(Efron)

coxme 0.905 (0.322) 0.406 (-)

(Breslow)

coxme 0.913 (0.323) 0.426 (-)

(Efron)

phmm 0.920 (0.326) 0.449 (-)
Gamma model

HL(0,2) 0.908 (0.324) 0.575 (0.598)

HL(1,2) 0.913 (0.324) 0.576 (0.598)

coxph 0.906 (0.323) 0474 (-)

(Breslow)

coxph 0.914 (0.323) 0.499 (-)

(Efron)
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Table 4.3 summarizes the results. Even though the cluster size n; = 3 is not large,
the results are similar because the frailty effects are not significant (oo = 0). For
example, the PMLE and MLE for a from coxme and phmm were somewhat different
in Table 4.2, but they become similar in Table4.3.

Next, an example of using coxph to fit the gamma frailty model is given below:

> coxph (Surv(time, status) rx + frailty(litter,dist="gamma"),
+ method = "breslow", rats)

The results from £railtyHL (HL(0,2), HL(1,2)) and coxph with gamma frailty
are also presented in Table4.3. For estimation of 3, both results from frailtyHL
and coxph are similar, but they are somewhat different for . That is, our PREMLEs
from £railtyHL (& = 0.575 with HL(0,2) and & = 0.576 with HL(1,2)) are larger
than the MLEs from coxph (& = 0.474 with Breslow’s method and & = 0.499 with
Efron’s method).

4.4 Model Selection

In this section, we first review the basic concepts of the Akaike information. Then,
we present three forms of Akaike information criterion (AIC) based on the partial
h-likelihood for the frailty models (4.1).

4.4.1 Basic Concept of Akaike Information

Suppose thatdatay = (y1, ..., y,)! are generated from a true underlying distribution
with density g, and that fy = f(-|€) is a family of approximating models (or assumed
models) with unknown parameters 6 € ®. Akaike (1973) considered the Kullback—
Leibler (1951) distance as a fundamental basis for model selection, defined by

I(fy,9) = E4{log g(y) — log fy(y)},

where E, denotes the expectation with respect to the true density g. Smaller values
of I(fy, g) correspond to a better approximation of g by fy, and the minimum is
obtained for some 6y € ©. If the true distribution ¢ belongs to the fitted class of
models F = {fy, 6 € ®}, then fy, = g and I (fp,, g) = 0. In general, g may not be in
F,so0I(fy,g) > 0.Inpractice 6 should be estimated from the data y, so that I ( fy, g)
is approximated by 1(f3, g), where 6= é(y) is usually the MLE. The quality of the
approximation of the true g by the class F is assessed, on average, by the quantity

E I (f3, 9) = Egy 102 9(v*) — Egi Egrry log £y 10(»)},
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where y* is another realization independent of y. When we are comparing different
classes of models, the constant E,«) log g(y*) can be ignored, and the relative fit of
the competing models can be assessed using the Akaike information (AI), defined by

AI = _2Eg(y)Eg(y*) log f{y*|é()’)}

The AIC is an estimator of the Al, defined by
AIC = —21log f{y|6(y)} + 2K,

where K is the number of free parameters in the model F'. When é(y) is the MLE
and the approximating class of models F' includes g,

E(AIC) = Al + o(1)

as the sample size n — oo; that is, the AIC is unbiased for the Al to a first order of
n (Akaike 1973; Burnham and Anderson 2002).

4.4.2 Three AICs for the Frailty Models

To extend the AIC to the frailty models, we need to consider the random effects and
nuisance parameters \g. For the semiparametric frailty models, we form the AICs
using the partial h-likelihood /4 ,, which eliminates ).

Throughout this book, for the frailty models we use three AICs (Ha et al. 2007a,
2012) based on &, as follows: The conditional AIC (cAIC), based on £, in £, (4.5),
is defined by

cAIC = -2¢, + 2df,, (4.16)
where
£y, = Zfsij(ng'F ;) — Zd(k) 10g[ Z CXP(X,-SB'F 7)\i)],
ij k (i,/)€Ru
and

df. = df (8, v, a) = trace(H;lH;)

is an "effective degree of freedom adjustment" for estimating the fixed and ran-
dom effects, computed using the Hessian matrices H, = —0°h ? /072 and H; =
—02¢,/07* with 7 = (BT, vT)T. In the Cox PH model without frailty, a degree of
freedom df . in (4.16) becomes the number of the fixed effects, p, i.e., the dimension
of /3. In general, df,. involves the fixed effects 3, the random effects v and the frailty
parameter .
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It can be shown that the cAIC in (4.16) is an extension of the AICs, defined in
several existing models, to frailty models:
(1) For the Cox PH model without frailty it becomes the standard AIC (e.g., AIC in
SAS PROC PHREG) using the Cox’s partial likelihood.
(ii) For the LMMs with known variances, it yields the conditional AIC (Vaida and
Blanchard 2005). Consider the LMMs with responses y and random effects v. Let
y* be an independently replicated outcome from the same distribution as y given v.
Following Vaida and Blanchard (2005), the conditional Akaike information (cAl) is
defined as A

cAl = _2Eg(y,v)Eg(y*|v)€l(6; y*|v = i)),

where ﬁ and 0 are the MHLESs based on y. In the LMMs, Vaida and Blanchard (2005)
showed that under some regular conditions,

E(cAIC) = cAl + o(1)

for large g and n;; that is, the cAIC is an asymptotically unbiased estimator of cAl
Furthermore, Donohue et al. (2011) also showed that the asymptotic unbiasedness
still holds in extended random-effect models such as the GLMMs and frailty models.
In particular, under the frailty models, the corresponding cAl is defined by

CAl = =2E (0 Eg(y10 €1 (85 yolv = D),

where yo = (y, d) are generated under the frailty models (3.1) and yg is another
outcome which is independent of y.
Similarly, we define a partial marginal AIC (pAIC),

PAIC = —2m,, + 2df, , 4.17)

where m, is the partial marginal likelihood in (4.8) and df , is the number of fixed
parameters (3, a). Since the computation of m, is generally difficult, we use its
Laplace approximation p, (k) or s,(h,) (Haet al. 2012). Xu et al. (2009) proposed
a marginal AIC (mAIC),

mAIC = —2m* 4 2df,,, (4.18)

where m* = m| o=, 18 a profile marginal likelihood after eliminating nuisance para-
meters Ao. They used numerical approximations such as Laplace approximation
based on p,(h) when it is difficult to obtain m. In the LMMs without Ay, pAIC and
mAIC become identical.

Similarly, the restricted AIC (rAIC) based on the partial restricted likelihood
pgv(hp) in (4.10) is defined by

rAIC = —2pj ,(h,) + 2df,. | (4.19)
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where df, is the number of dispersion parameters. It can be shown that in the
LMMs, rAIC yields the AIC in SAS PROC MIXED (Wolfinger 1993) based upon
the restricted likelihood for selecting a specific covariance structure, confirming that
the quantity rAIC is an extension of the AIC in SAS. In the LMMs with an explicit
form of the marginal likelihood, the mAIC is easily obtained by the standard statis-
tical software, such as R function 1me or SAS PROC MIXED.

For the pAIC and rAIC for the gamma frailty model using HL.(0,2) or HL(1,2), we
use the corresponding second-order approximations, defined by pAIC = —2s,(h,) +
2df, and rAIC = —2sg,(h,) + 2df;. The frailtyHL package provides three
AlICs, (cAIC, rAIC, pAICs).The cAIC is for model selection involving
(v, B, @), the pAIC similarly involving (3, «) and rAIC involving «.. Malfunction of
cAIC and pAIC occur when & = 0 as will be seen.

In this book, we make model selection using the LRTs if models are nested. For
non-nested models, we use the above AICs to select the final model.

Remark 4.3 The relative merits and disadvantages of those three AIC criteria are as
follows:

e One can select a model that minimizes the AIC values. If the AIC difference is
larger than 1, then the choice can be made (Sakamoto et al. 1986). However, if the
difference is less than 1, a simpler model can be selected by a parsimony principal
(Donohue et al. 2011).

e In the LMMs, Vaida and Blanchard (2005) demonstrated that the mAIC and its
small sample correction are inappropriate when the interest is on clusters (Liang
et al. 2008). Furthermore, Greven and Kneib (2010) showed that the mAIC is
not an asymptotically unbiased estimator of the Akaike information due to the
boundary problems regarding the random-effect variances, and that favors simpler
models without random effects. Moreover, implementation of the mAIC is not
straightforward because the marginal likelihood is hard to compute without having
an explicit analytic form as in the GLMMs (Yu and Yau 2012). In this book, we
use the Laplace approximations to compute the mAIC. Care is needed if & is near
0, because it prefers a simpler model.

e For the cAIC, several authors have argued that ignoring the uncertainty in esti-
mation of the random-effect covariance matrix can lead to a bias, so they have
proposed using of the corrected AICs (Liang et al. 2008; Greven and Kneib 2010;
Yu et al. 2013). However, Vaida and Blanchard (2005) and Donohue et al. (2011)
recommended the cAIC without correction because under some regular condi-
tions, the difference between cAIC and its corrected versions is asymptotically
negligible. Ha et al. (2007a) illustrated that the cAIC selects a more complicated
model when & = 0: see also Yu et al. (2013).

e The rAIC cannot be used to compare models with different fixed and random
effects (3, v) and the mAIC cannot compare models with different random effects
v. O

Below we illustrate how to use the three AICs for model selection among various
models.
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Example 4.3 (Illustration with the rat data used in Example 4.2) For illustration of
model selection, we consider the outputs of the frailty models presented in Example
4.2. With this data set, the Cox model gave cAIC = 365.69, pAIC = 365.69, and
rAIC = 364.15, whereas the log-normal frailty model gave cAIC = 362.22, pAIC
= 366.14, and rAIC = 364.56; and the gamma frailty model had cAIC = 365.30,
pAIC = 365.71, and rAIC = 364.12. The LRT based on the partial restricted like-
lihood showed absence of the frailty effect (aw = 0). Thus, we may choose the Cox
model as our final model parsimoniously. However, the cAIC selects the log-normal
frailty model, indicating that this model could give a better conditional prediction.
Thus, for subject-specific inference such as prediction of the frailties, we may prefer
to use the log-normal frailty models. From Fig. 4.3, we see that the frailty estimates of
¥; from the log-normal and gamma frailty models are somewhat different, which may
explain the difference in cAICs between the two frailty models. In the log-normal
frailty models, >". ¥; /g = 0, while in the gamma frailty model >, it;/g = 1, so in
Fig.4.3 we recentered them by putting a constraint ), 9; /¢ = 0.

4.5 Interval Estimation of the Frailty

It would be informative to investigate the heterogeneity among clusters (or centers)
in order to understand and interpret the variability in event times. The semiparamet-
ric frailty models offer a flexible framework for modeling this heterogeneity. Such
heterogeneity can be accounted for by the random cluster effects. In addition to esti-
mation of the random effects, a measure of the uncertainty of these point estimates
is necessary.
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We now focus on interval estimation of the individual random effects. In multicen-
ter clinical trials with a standardized protocol or a meta analysis combining multiple
protocols, the treatment effect or the baseline risk may vary across the centers. To
investigate and explain the source of such heterogeneity, interval estimation of a set
of individual random effects for the centers has been studied using various methods
such as EB, Full Bayesian and h-likelihood (HL) approaches (Gray 1994; Vaida and
Xu 2000; Legrand et al. 2005; Ha et al. 2011, 2016b).

4.5.1 Confidence Interval for the Frailty

We now show how the Wald intervals for the random effects in Chap.3 can be
extended to the frailty models.

The individual (1 — A)-level HL confidence intervals (CIs) for the unidimensional
components vy of v have the form of

ﬁk + Za/j2 " SE(ﬁk — vk), (4.20)

where ¥, maximizes %, in (4.5) and z,,, is the standard normal quantile with a
probability of /2 in the right tail. Here, SE(0x — vi) is /ax, where ag is the kth
diagonal element of an approximated variance of v — v, computed from the lower
right-hand corner of the inverse of Hessian matrix H, = H (h,; 3, v) based on h,:

var(b — v) X {(ZTW*Z + Q) — (Z"W X)X W X) T XT W)Y s e
Derivation of (4.20) is given in Appendix 4.7.6.

The Wald interval in (4.20) has been used for various random-effect models: see
Paik et al. (2015). However, it gives null intervals when the variance-component
estimates are zero (Ha et al. 2016b). Thus, it can lead to liberal intervals when the
variance components or sample sizes are small. Following Ha et al. (2016b), we
introduce a modification in order to overcome this shortcoming. Specifically, the
partial restricted likelihood method based on pg ,, (k) can give zero estimate for the
frailty parameter .. This leads to the null CI for v in (4.20). This issue was recognized
by Morris (2006) in the context of the LMMs. To extend the Morris” method (2006),
we use a modification of the adjusted likelihood p,g;, defined as

Padj = p;ﬁ,v(hp) + log o 4.21)
Note that the last term in (4.21) is asymptotically negligible (i.e., the asymptotic

property of the maximum p,q; estimator is asymptotically the same as that of the
maximum pg , (h,) estimator). Furthermore,

exp(pagj) = exp{ps.v(hp)}a =0,
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and exp(pag)) = 0 only if o = 0: see also Appendix of Li and Lahiri (2010). Thus,
by adding the last term, we can effectively avoid zero estimate in the dispersion
parameter. The adjusted likelihood p,q; is always defined, even when the original
restricted likelihood based upon the marginal likelihood is hardly available. Ha et al.
(2016b) showed via simulations that this correction generally works well.

Remark 4.4 Note that for the EB interval, SE(0; — vy) is simply /A (Vaida and
Xu 2000; Othus and Li 2009). Here, Ay is the kth diagonal element of the matrix
(—5‘2h/8v5‘vT)*1|¢:&v:ﬁ =Z"W,Z + er'd which ignores the uncer-

! ):@m:ﬁ
tainty caused by estimating ¢ = (0, Ao) (Ha et al. 2011). Here, W, is a diagonal
matrix defined in (4.35). Thus the EB method can underestimate the SE of 0 — v,

leading to a lower coverage probability of the CI than the nominal level (Chap. 3).

4.5.2 Illustration

Example 4.4 (Application to kidney infection data) We fit the univariate log-normal
frailty model (4.1) with a single covariate, Sex (1 = male; 2 = female), using HL.(0,1)
in the frailtyHL package. The results show that the effect of Sex (Estimate = —1.353
and SE = 0.421) is highly significant (p-value = 0.001). That is, the female group
has a significantly lower risk than the male group. Here, the variance estimate for the
frailty is 02 = 0.478 (with SE = 0.313). Following the asymptotic chi-square mixture
distribution, X%m the difference of partial restricted likelihood based on —2pg , (h )
between the Cox model without frailty and the log-normal frailty model is 369.96 —
364.68 = 5.28(> X1 9 = 2.71), indicating that the frailty effect is significant (i.e.,
o? > 0) at the 5% level. Thus we see that the frailty term is necessary for modeling
the kidney data.

Below we present R codes for estimating the CIs and creating their plots for
individual frailties.

#H#H######### Confidence intervals for frailties ########H#####
res<- frailtyHL(Surv(time,status) ~ sex+(1|id),data=kidney)
p<- res$p; g<-res$g
v_h<- res$v_h # estimates of log-frailties
var<- diag(res$Hinv) [ (p+1): (p+q)] # computation of var(v_h-v)
SE<- sqgrt(var) # SE(v_h-v)
1lb<- v_h -1.96*SE # lower bound
ub<- v_h +1.96*SE # upper bound
CI<- cbind(lb,ub) # computation of CI
patient<- 1:g
plot(v_h ~ patient, ylim=c(min(lb)-0.5, max(ub)+0.5), ylab="Estimated
patient effects",xlab="Patient number",pch=20, type="0") # plot for CI
abline (h=0)
for (i in 1:q9){

xl<- c(1,1)

yvl<- c(1lb[i],ub[i]

lines (y17x1)

}
text(21.8, v_h[21],21, cex=.8)

vV + + + + V V + V V VYV VYV VYV VYV
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Fig. 4.4 aRecurrence times for 38 patients in the kidney infection data; b 95% confidence intervals
of individual frailties of 38 patients, under the univariate log-normal frailty model

Figure4.4a displays the recurrent infection times for 38 patients. Figure4.4b
shows the estimated frailties of 38 patients and their 95% Cls, which indicates that the
patient’s realized frailty effects on the recurrent times are heterogenous; in particular,
the 21st patient has a very lower frailty (i.e., lower hazard) and the corresponding
CI does not include zero. This is also confirmed from the fact that the 21st patient
among all patients experienced the longest second infection time (i.e., 562 days) as
shown in Fig.4.4a. Thus we find that a graphical representation like Fig.4.4b could
be useful to identify the heterogeneity of a particular patient.

Example 4.5 (Application to bladder cancer data) The multicenter bladder cancer
trial data in Chap. 1 are from 21 different centers in Europe (data set available in
the frailtyHL: ‘bladder(’). We are interested in investigating the heterogeneity of
baseline risks across the centers. We consider the log-normal univariate frailty model
in (4.1), Ajj (t]v) = Ao(¢) exp(7;;), allowing a linear predictor

nij = Bixij1 + Baxij2 + vio,

with v;g ~ N (O, 03). Here, x;;; is CHEMO (0 = No, 1 = Yes) and x;;, is TUSTAT
(0 = Primary, 1 = Recurrent). The fitted estimates using the HL(0,1) method are as
follows: 3, = —0.695 (SE = 0.175), 3, = 0.544 (SE = 0.149) and 42 = 0.070 (SE
= 0.058). Here, both fixed effects (3;, j = 1,2) are significant. In particular, the
use of chemotherapy (CHEMO = 1) significantly prolongs time to first recurrence
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Fig. 4.5 Random center effects (v;o) of 21 centers in the bladder cancer data and their 95% confi-
dence intervals, under the univariate log-normal frailty model. Centers are sorted by the increasing
order of number of patients

as compared to patients who do not receive chemotherapy (CHEMO = 0) (Legrand
et al. 2005; Ha et al. 2011).

The corresponding random center effects (i.e., random baseline risks) and 95%
CIs for the individual centers are plotted in Fig.4.5. Here, the centers are sorted by
the number of patients. It shows that substantial variations in the baseline risks across
the centers. In particular, the centers (12,16) and 19 stand out as taking the highest
and lowest baseline risks, respectively. But the 19th center has a significantly smaller
baseline risk. Now we are also interested in testing the hypothesis Hj : ag =0,1i.e.,
no center effect, or no variation in random baseline risks. The difference in partial
restricted likelihood (—2pg ,, (h),)) between the Cox model and the univariate frailty
model is 3.2(>2.71), indicating that the center effect is significant, i.e., 0(2) > 0, as
in Example 4.4.

4.6 Discussion

We have presented various likelihood-based methods for the semiparametric frailty
models. The correct model specification about the baseline hazard is crucial for
parametric inference. If specified incorrectly, the regression parameter estimates
suffer from potentially serious biases. Therefore, when the parametric frailty models
are considered, model checking for the baseline hazard would be an important step.
Thus, when the baseline hazard assumptions are uncertain, the semiparametric frailty
model is recommended. The choice of a frailty distribution seems to have minimal
effects on the regression parameter estimates unless the frailty variance is very large
(Pickles and Crouchley 1995; Ng and Cook 2000; Ha and Lee 2003, 2005a,b; Ha
etal. 2011).
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The penalized maximum likelihood approach (Rondeau et al. 2008), which penal-
izes the baseline hazard Ao(¢) in the marginal likelihood, has been proposed for
inference on the parameters. However, it cannot be directly used for subject-specific
inference involving the frailties, because it eliminates them by integration as in the
standard marginal likelihood approach (Nielsen et al. 1992; Vaida and Xu 2000).
Bayesian approaches (Legrand et al. 2005; Komarek et al. 2007) have been also sug-
gested in the literature. Legrand et al. (2005) proposed a Bayesian approach using
the partial h-likelihood #, for the joint posterior density 7 (v, 3, o]y, 6) under the
uniform priors and using a Laplace integration technique to approximate the mar-
ginal posterior density 7w(«|y, §). It can be shown that, under the uniform priors for
(B, a) and the partial likelihood technique for Ag,

log{m(v, 5, aly, §)} o hp and log{m(aly, 6)} =~ ps.v(hp).

Thus, we see that the h-likelihood method based on the £, is equivalent to Legrand
et al.’s method under the uniform priors.

Copula models are also used to model dependence among multivariate survival
data using a copula function (Oakes 1989; Shih and Louis 1995; Duchateau and
Janssen 2008; Prenen et al. 2017). Following Sklar’s (1959) theorem, a copula func-
tion expresses the joint distribution of random variables as a function of marginal
distribution of each variable. However, frailty models and copula models are different
types of models (Duchateau and Janssen 2008; Prenen et al. 2017) that take the asso-
ciation into account because the frailty model is a conditional modeling approach,
whereas the copula model is a marginal modeling approach. Comparison of both
models for the same data would be interesting.

Frailty models can also be used to model an unexplained heterogeneity or to
introduce a non-PH in the independent survival data with cluster size n; = 1: see
Vaupel et al. (1979), Aalen (1988, 1992), Hougaard (1991), Henderson and Oman
(1999), Kosorok et al. (2004), Barker and Henderson (2005) and Ha et al. (2010).
In particular, Kosorok et al. (2004) studied robust inference under various frailty
distributions.

As mentioned in Chap. 2, survival data can be left truncated when not all subjects
in the data are observed from the time origin of interest, yielding both Left Trunca-
tion and Right Censoring (LTRC). The current h-likelihood procedure can be easily
extended to the random-effect models with LTRC structure (Rondeau et al. 2003). In
particular, as in the Cox PH models, the semiparametric frailty models under LTRC
can be easily handled by replacing the risk set Ry = {(i, j) : Y& < yij} by

Ruy ={G, J) r aij < yw) < yij}

where g, is the left truncation time, which is implemented as the frailtyHL R package
(Ha et al. 2018). This LTRC technique is directly applied to semi-competing risk
modeling in Chap. 10. For simplicity, we have assumed time-independent covariates,
but the h-likelihood methods can be extended to the time-dependent covariates as in
the Cox PH models (Therneau et al. 2016).
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The semiparametric frailty models with nonparametric baseline hazards can be
fitted via a Poisson HGLM (Ma et al. 2003; Ha and Lee 2005b) as in the Cox PH
model in Remark 2.1. However, the number of nuisance parameters in the Poisson
HGLM increases with sample size n, leading to a high-dimensional computation;
for a practical use of this Poisson approach, development of an improved procedure
is necessary.

The h-likelihood approaches can be extended to a general class of frailty models
allowing various frailty structures such as nested or correlated frailties as will be
shown in Chap. 5.

4.7 Appendix

4.7.1 Proof of Remark 4.1
The marginal survival function of T with covariates x, denoted by SM(¢; x), is given
by

Mt x) = P(T > t;x) = / S(tu; x) f(u)du.

Since S(t|u; x) = exp{—A(t|u; x)} = exp(—Ao(t)eXTﬁu),We seethat —dS(t|u; x)/
dt = \o(t) exp(x” B)uS(t|u; x). Thus we have

_dsMt; x)/dt

M. —
AVt x) = SN )

JuS@tu; x) f(u)du
SM(t; x)

= /\o(t)exp(xTﬁ)/uf(MT >t; x)du
= X®) expxT HEW|T > t; x).

= Ao(?) exp(x” )

Note here that by Bayes’ theorem,

S x) f )
fW|T > t;x) = —SM(t;x)

which means the frailty density among the survivors at time 7. This may be useful
for computing the predictive distribution given that a subject is still alive up to just
prior to time ¢ (van Houwelingen and Putter 2012).

E(U|T > t; x) can also be calculated from the Laplace transform. Define Laplace
transform of the frailty U as L(z) = E{exp(—zU)}. Then under (4.1) SM(¢; x) can
be expressed as


http://dx.doi.org/10.1007/978-981-10-6557-6_2
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SM(t; x) = L{A@; 1))

where A(t; x) = Ao(t) exp(xT 3) is the cumulative hazard function. Let L'(z) be the
first derivative with respective to z. Then we obtain

LA} JuS(u;x) f (w)du
L{A(; x)} SM(#; x)
= EWUIT > t; x).

For the gamma frailty U with mean 1 and variance «, the Laplace transform
has an explicit form, L(z) = (1 + az)~ Ve, so that the computation is analytic, i.e.,
EWUIT > t;x) = {1 + aAo(t) exp(x” 3)} . However, for the log-normal frailty, a
numerical integration is required because there is no explicit form of its Laplace trans-
form. The marginal model, AM(z; x), is generally non-PH unless U follows a posi-
tive stable distribution (Hougaard 2000; Hsu et al. 2007; Ha and MacKenzie 2010).
Exactly how the marginal model deviates from the proportionality is not known for
many frailty distributions, including the log-normal distribution (Hougaard 2000, p.
245). This implies, though, that the frailty model is a more flexible model than the
Cox PH model in that it can embrace various types of non-proportionalities. [

4.7.2 Derivation of the H-Likelihood for Frailty Model

We define the n; x 1 observed random vectors associated with the ith individual
as ¥; = (Yi1, ..., Y, )T and §; = (01, ..., 0in,)T. The contribution, h;, say, of the
ith individual to the h-likelihood is given by the logarithm of the joint density of
(Y3, 0;, Vi), where V; = log(U;):

hi(B, Mo, ;3 i, 6;, v;) = log{L1; (B, Ao; i, dilui) Lo (s v;)}, (4.22)

where Ly; is the conditional density of (Y;, §;) given U; = u; and Ly; is the density
of V;. By the conditional independence of {(T};, C;;), j =1, ..., n;} in Assumption
3, we have

Lyi (8. Mo yi ilur) = [ | L1ij (8. Xos iji Gijlui). (4.23)

J

where Ly;; is the conditional density of (Y;;, 6;;) given U; = u;. By the conditional
independence of both T;; and C;; in Assumption 3 and the noninformativeness in
Assumption 4, Ly;; in Eq. (4.23) becomes the ordinary likelihood for censored sur-
vival data given U; = u;:

Liij = {ijlu)}™ expl—A(yijlui)}, (4.24)
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where A(-|u;) is the conditional cumulative hazard function of 7;; given U; = u;.
Thus, from (4.1) and (4.22)—(4.24) we obtain

h; = Zelij + Lo,
J

where £y;; =log(L1;;) = &;j{log Ao (yij) + mij} — {Ao(yij) exp(n;;)} and £y =
log(Ly;). Therefore, the contribution from all individuals is given by

h:Zhi. O

4.7.3 Equivalence of Both Estimators of (3 Under the
Gamma Frailty Model and the EM Estimating
Equation of the Frailty Parameter o

For the gamma frailty model with E(U;) = 1 and var(U;) = «, assume that the
frailty parameter « is known. From Eq. (4.2), the h-likelihood is given by

h = 2[551‘{103 Xoij) +mij} — Ao(yij) eXP(Uij)] + Z{Ofl(vi —u;) +c(o)},
ij i

where c(a) = — log INC log .. Let ’X()k (7) be the maximum hierarchical
likelihood (MHL) estimator of Aoz = Ao(y)) given 7 = (87, v7)T. Then we have

OhQo(1), 7)  IhQoe, 1) | Qo7 | (D)
o7 - o Aok =Aok () IMNox Aok=Aok (1) a7
ah ()\ Ok » ’1')
= 6(7_ Aok =Aoi () 2 (4.25)

since the second term is equal to zero in the score equations of the MHL estimator for
Aok Recall that the partial h-likelihood £, is proportional to the profile h-likelihood
h*. Thus, given o the MHL score Eq. (4.25) for 7 lead to the equations

Oh, Oh* Oh
or ~ or  or

iy - (4.26)

By (4.26), the MHL equations for 5, (r = 1, ..., p) become

Oh
a5,

No=ho = Z[d‘j - AO()’ij)eXP(xig/B)ui] Xijr

i

iy =0 4.27)
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From on
8_l)i = Z[(Sij — Ao(y,»j)exp(xlgﬁ)u,-] + a_] _ a_lu,- = 0,
J
we have
-1 5
u; = 041#’ (4.28)
Q™+ iy

which also becomes E (U;|y;, d;) since the conditional distribution of U; given the
ith observed data (y;, ¢;) is from a gamma distribution. Here, 6;1 = >_ i 0;j is the
total number of events in the ith individual, ;. = p;1 (8, Ao) = Zj pij and p;; =
Ao(yij) eXP(%Cﬁ) with Ao(yij) = D Aol Yy < vij)-

On the other hand, from Eq. (4.7) the marginal likelihood m is given by

m=""6;{log Ao(ij) +x58) = D (@™ + 6 log(a™ + piy) — f(@).
ij i

(4.29)

where f(a) =logT'(a™! 4+ 8;1) + c(a). The estimating equations for A are given
by
om _ d(k)

— = T3, =0,
T = 30l > exp(x/ By

ijER(Y®))

where #1; = (o' + 8;1) /(" + p;1); this leads to the nonparametric MLEs,

By dew
Aok = —. (4.30)
2 ijeROW) exp(x/; B)i;
Thus, we have the ML equations for 8, (r =1, ..., p)
Oom .o
B, M=o T Z bij — No(yij) exp(x;; )i t Xijr |53, =0, (4.31)

ij

which are equivalent to the MHL Eq. (4.27) with (4.28), and also become the EM
equations for the ML estimator of 3 (Therneau and Grambsch 2000), i.e.,
E©@h,/0B,] i, 6:) = E(Oh/0B,] y;. 6. M) = 0.

Accordingly, the MHL estimator for 3 given « is the same as the ML estimator.
Similar to the Poisson-gamma HGLM in Appendix 3.5, the ith component of
adjustment term for p, (k) (4.9) is given by
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H(h, v)ly=i, = —0h/00] u=i, = (@™ + pip)ili = ™' + 6y,
which is free of (3, \o) but depends upon «. Since H (h, v)|,—; = diag(a™" + ;3)
is a g x g diagonal matrix, we have that
1
po(h) =[h — 3 logdet{H (h, v)/2m)Hlu=a

= > 16 (x84 log Xo(yip) 1 + D_{—(a™" +6i) log(a™ + piy)
ij ]

+ (@ '+ dp)logla™ +6i1) — (a7 +6;4) — log(a™ + 8;:4)/2
+ log(2m) /2 + c(a)}.

Thus, maximizing p,(h) given « is also equivalent to the marginal likelihood m.
Furthermore, the ML estimating equation of « is given by

om

oo = 2 lo  log(a™" + piy) + a7 + (@)} =0, (4.32)

where f'(a) = 0f(a)/0a = —a~Hdg(a™" + 6;y) —dg(a™") —loga + 1}; this
also becomes the EM equation for «, given by

Eh/al y;, 8i, M) = E(€2/dal yi, 8, Ag) = 0.
Following Andersen et al. (1997), the ML estimators for (3, ) can be easily solved

using the Newton—Raphson method, and the estimated SEs for 3 and « are also
obtained from the inverse of the observed information matrix, —82m /0(3, Ao, ). O

4.7.4 Proof of Joint Score Equations in (4.12)

From (4.26) we have that

Ohp /0B = 3h/35|A0:x0 = XT(5 - N)L\U:XO
Ohy,/Ov = Oh/Ov|y\ 3, = Z" (6 — W53, + O2/Ov.

The two equations above can be simply expressed as
Oh, /0T = (ET(6 — p) + b ro=30 (4.33)
since Oh /0T = (On/0T)(Oh/0n) withn = XB + Zv = ET.Here, E = (X, Z),b =

(07, (0€,/0v)™)T, and & and 1 are the n x 1 vectors of 0;;’s, and p;;’s, respectively,
where y1;; = Ao(yij) exp(n;;) with Ao(yij) = D Aol Yy < Yij)-
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Note that the vector p can be written as a simple form by using a weighted
risk indicator matrix M which contains the risk set R). Let L be the n x 1 vector
of L,’j’S with Lij = A()(yij). Since A()(yij) = Zk )\Okl(y(k) < yij), we have L =
MAJ, where M is the n x D risk indicator matrix whose (i, k)th element is m;; x
withm;jx = I{yij = ya}, A = diag(Agr) is the D x D diagonal matrix and J is the
D x 1 vector with one. This gives u = Wo(M AJ) with Wy = diag{exp(n;;)}.

Following Ha and Lee (2003), we have

P (—azh)_( —0%h )(—a%)—‘( —0%h )
ar2 or? 0TI\ 3)\(2) OXgOT

leading to

, (4.34)
Ao=Ao(7)

_(XTWrX XTwrZ

_(—0Ph, )0 —0Ph,)9B0v
Hp—( ? ! )_(ZTW*X ZTW*Z+Q)’ @35

—0h, /00O —Ph, OV

where Hp = H(hps /87 U) = _azhp/a(ﬁv v)z, W* = Wl - W27 Wl = dlag(,u),
W, = (W()M)C_l (W()M)T andC = diag{d(k)/()\()k)z} isthe D x D diagonal matrix.
That is, the Eq. (4.35) can be rewritten as

—~0*h,/0t* = ETW*E + F, (4.36)

where F = BD(0, Q) is a block diagonal matrix. Following Ha and Lee (2003),
(4.33) and (4.36), we can show that given c, the MHL estimators of 7 = (37, vT)7
are obtained from the following score equations:

(ETW*E + F)7 = ETw* + g, (4.37)

leading to (4.12), where g = F7 4+ b = (07, RT)T. Note here that the terms Ao
in W* and w* in (4.35)—(4.37) are evaluated at their estimates 5\0k =dy /MkT P,
where M is the kth component vector of M = (M, ..., Mp) and ¥ is a vector of
exp(7;;)’s. This completes the proof. In addition, (4.37) can also be expressed as
(4.13) because (E"W*E + F) =P"VPand ETw* + g =PTy;. O

4.7.5 Computation of PREML Equation for Frailty
Parameter o

The partial REML estimator for « is obtained by solving

Opr(hp) _

o 0. (4.38)
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Note here that

(4.39)

B 7 da

op-(h,) Oh, 1 (~_ 0H,
da O 2" H ’

where i, = hp|r—za) = h,(F(), @) and H, = H(hp; T) |7 =20 = H, (T(a), @), ie.,

p =

g o (XWX XTWrz
ZTW*X ZTW*Z+ Q)"

where W* = W*|,_s,) = W*(F(), @) and and Q = Q(d(e), @), and
Oh, [ (0h, () (97
da Oa or Oa

_ o) _ (Z %)
- Oa

Oa |, _ -

T=F

, (4.40)

v=0

since (Oh,/07)|,=+ = 0 and h, in (4.5) depends on £»; only with . Following Lee
and Nelder (2001a) and Ha and Lee (2003), we allow 99/« in implementing (4.38),
but not 93/0a (Lee et al. 2017b). Thus, the term 0H,/Oc in (4.39) becomes

oH, (XTWX XTW'Z
Jda ’

“\zZTwx ZTW'z + Q'

where Q' = 0Q/da and

W O _ [ (oW NELAYEL
T Oa da Ov Jda
Note here that the term 90/« can be expressed (Lee and Nelder 1996) as
v Ph,\"( h,
da ov? Ovda
Accordingly, the Eq. (4.38) is solved by using the Newton—Raphson method with the
Hessian matrix, —0°p,(h,)/0a? (Ha et al. 2011).
In particular, for the log-normal frailty with v; ~ N (0, «), we have £5; = — log

Qma)/2 — vl.2 /(2a). From (4.38)—(4.40), we have a simple partial REML estimator
for o, given by

v=>

(4.41)

v=1>

b = , (4.42)

where v = —atr{ﬁ;l(aﬁp/aa)}. O



104 4 Simple Frailty Models

4.7.6 Construction of CI of the Frailty in (4.20)

Since (3, Ao, v) and a(= var(v;)) are asymptotically orthogonal as in the HGLMs,
we only need to consider the Hessian matrix of v and ¢ = (37, A)”. The definitions
of the Hessian matrix of the fixed and random effects and the unconditional mean
squared error (UMSE) of random effects in the HGLMs (Lee and Nelder 1996, 2009)
are, respectively, extended to

H(h; ), v) = —0%h/9(), V), v)| and UMSE = E4[{D()) — v{i() — v}T1. (4.43)

Here, f)(z[}) = 0(¢) lpmiss where 0(1)) is the solution to 9k /0v = 0 for a given 1). Let
y* be a vector of observed data points yl.*j = (yij, 0ij). Note that 9(x)) = Ey(v]y*)
asymptotically as N = min;<;<, n; — 00. Following Lee and Nelder (1996) and
Lee and Ha (2010), it can be shown that H (h; 12 )~! gives the first-order approxi-
mation to the UMSE in (4.43), leading to a standard error (SE) for 0 — v and a Wald
confidence interval for v.

In the semiparametric frailty models (4.1), the number of terms A in ¢ increases
with sample size n. Thus, H (h; 1;, 0)~! requires an inversion of a high-dimensional
(p 4+ q + D) matrix. Following Ha et al. (2001), we use the partial HL 2* (i.e., i)
that eliminates \g. Thus the covariance estimates for ¥ — v are obtained from the
lower right-hand corner of the inverse of H(h,; 3, v) in (4.35). That is,

—0%h* —0*h*  —0*h* _, —O0*h*
—) - =)' ( )
Ov ovop ap dpov

={(Z"W*Z+ Q) — Z"TWX)X"WX) " (XTW*Z)} =,

var(v — v) ~ {(

where 7 = (37, v")T and 7 = (87, 97)T. With h ,, though, we need to invert the
(p + q) matrix H(h,; 3, v), leading to an efficient computation of the confidence
interval for v given by (4.20). O



Chapter 5
Multicomponent Frailty Models

Time-to-event data (recurrent or multiple event times) are often observed on the same
subject (or cluster), and the frailty models are useful for analysis of such data. In
practice, the multicomponent frailty models are of interest with complicated frailty
structures, nested or crossed. For example, in multicenter clinical trials, we may
need the frailties for patients and hospitals (or centers), where patients are nested
within a hospital. If the number of recurrences is large for each patient, we might
need to accommodate autoregressive (AR) models for the frailties. In this Chapter,
we present the multicomponent semiparametric frailty models with various frailty
structures. The h-likelihood procedures in Chap.4 can be easily extended to the
multicomponent models with more than one random components.

5.1 Formulation of the Multicomponent Frailty Models

Consider a multicomponent frailty model, A\(t|v) = Ao(¢) exp(n) with

n=X6+ Ziv'"" + Z,0® + ... + Zv®. (5.1)
Here, X is an n x p model matrix, Z, (r = 1,2, ..., k) are n X g, model matrices
corresponding to the g, x 1 frailties v, and v and v"’ are independent for all r #
l.Let Z=(Z1,Z2, ..., Zx), v= (VT @7 OO o =(l,...,al)T,

and ¢ = ), ¢,. Here « are the dispersion parameters (or frailty parameters) in the
frailty distribution. Suppose that

v ~ N, =,)and v ~ N(0, X), (5.2)

where X, = X, («,), and ¥ = X(a) = BD(Xy, - -+, X¢) and BD denotes a block
diagonal matrix. For identifiability, following Lee and Nelder (1996) as mentioned
© Springer Nature Singapore Pte Ltd. 2017 105
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in Chap. 4, the frailties v have constraints that E(v) = 0 for all r. Note that
some component of o can be a vector, for example, oz = (o2, p) as in the AR(1)
frailty in (5.6). Then, clearly, the multicomponent model (5.1) can be written as
in one-component model (4.1) because (5.1) can be expressed as a one-component
model

n=Xp+Zv,

where v ~ N (0, ). Thus, we may view a multicomponent model with ¥, = X, (o)
as one-component model with the covariance matrix ¥ («) for the frailty. Thus, if
we can allow a covariance structure for the frailties in one-component frailty model,
the extension from one-component model to the multicomponent model is straight-
forward (Appendix 5.6.1). In the h-likelihood approach, allowing the covariance for
the frailty is straightforward as we shall see in the next subsections.

5.1.1 Multilevel and Time-Dependent Frailties

The CGD data in Sect. 1.2.3 have a multilevel structure in which patients, nested
within hospitals, have recurrent infection times. Below are various frailty structures
which will be used for the data analysis later.

e Multilevel frailties

Let T;j; be an infection time for the kth observation of the jth patient nested in the
ith hospital. Let v; be an unobserved log-frailty for the ith hospital and let v;; be
one for the jth patient in the i th hospital. For 7;;;, we consider a three-level frailty
model, in which observations, patients, and hospitals are defined as the units at levels
1, 2 and 3, respectively:

Aij(t|vi, vij) = Ao(t) exp(mijx) (5.3)
with
Nijk = X,-Ckﬁ + v +vij,
where x;jx = (Xijk1, - - -, Xijkp)| is a vector of covariates, 3 = (B, ..., 3, is a

vector of the fixed effects, and v; ~ N (0, 1) and v;; ~ N (0, a») are mutually inde-
pendent. The three-level model (5.3) can be also expressed as a multicomponent
model (5.1) with k = 2:

n=XB+Zw" + Z?, (5.4)

v hospital-frailty vector based on v;’s ~ N(0, ¥; = ay1y,),
v®: patient-frailty vector based on v;;’s ~ N (0, Xy = a1,,),

where I, (r =1, 2) are the g, X g, identity matrices, and g, and g, are the number
of hospitals and patients, respectively.
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e Time-dependent frailties

Since T;j; are the gap times, they may be serially correlated, so that the frailty of
each patient in the same hospital may not be constant, but may vary stochastically
over the gap times. Let v;jx ~ AR(1) be the unobserved AR(1) frailty on the kth gap
time of the jth patient in the ith hospital, satisfying

Vijk = PVijk—1 T €ijk,

where e;j; ~ N (0, 0?) and |p| < 1. Thus we can consider the following time-
dependent AR(1) frailty model with

Tijk = X[ + Vi (5.5)

e Multilevel frailties with time-dependent structures
We consider
Mijk = X[+ vi + vij + v,

which can be written as the matrix form
n=XB+2Zv" + Z;0? + Z;v?, (5.6)

v(V: hospital frailty ~ N(0, £y = ay1,,),
v@: patient frailty ~ N (0, £, = aal,,),
v®: AR(1)-frailty vector based on vijk ~ N, X3 = o%A),

where A = A(p) = (1 — p?)~'C(p) is an n x n symmetric matrix and C(p) is an
AR(1) correlation matrix whose (I, m)th element s given by corr(v”, v®) = pll="I,
where p is also a frailty parameter, and |p| < 1. Here g3 = n is the total number of
observations.

5.1.2 Correlated Frailties

Correlated random effects are useful in investigating the heterogeneity of the random
baseline risk and/or treatment effects across centers in multicenter clinical studies.
Let T;; be survival time for the jth observation in the ith cluster. Denote by v; =
(vio, Vity ..., v,»,m,l)T am-dimensional vector of unobserved log-frailties associated
with the ith cluster. We allow for the correlation of random effects in one-random
component v; for the ith cluster. Given v;, the conditional hazard function of T;; is
of the form

Aij(tvi) = Ao(2) exp(n;), (3.7
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where
T T
Nij = xl‘jﬂ +Z;vi
is a linear predictor for the hazards, and x;; = (x;j1,...,%;p)’ and z; =
Zijts v 2 jm)T are p X landm x 1 covariate vectors corresponding to fixed effects
8=(0,..., ﬂ,,)T and the log-frailties v;, respectively. Here z;; is often a subset of

x;j. Alternatively, it may be the constant (unity) representing a cluster effect on the
baseline hazard. We assume the multivariate normal distribution for v;:

v ~ Nm(ov 21)1

where the covariance matrix X; = X;(« ) depends on o, a vector of the unknown
parameters.

e Multicenter clinical study

In multicenter randomized clinical trials, there may be two variations across centers;
variations in the baseline risk and the treatment effect. Thus, we could model these
variations using the correlated frailty models (5.7).

(@) Let v;p be a random baseline intercept (i.e. a random center effect or a random
baseline risk) and let v;; be arandom slope (i.e. arandom treatment effect or arandom
treatment-by-center interaction). In model (5.7), if z;; = 1 and v; = v;o for all i, j,
it becomes a random intercept (or univariate) model in (4.1) with

nij = x,§ﬂ + vio, (5.8)

where v;o ~ N (0, o) for all i.

(ii) Let 3; be the effect of the primary covariate x;;; such as the main treatment effect
andlet 3; (I =2, ..., p) be the fixed effects corresponding to the covariates x;;;. We
can consider a bivariate frailty model,

p
nij = vio + (B1 + viDxij1 + z&xiﬂ, (5.9)
=2

which can be written in the form (5.7) by taking z;; = (1, x;;1)” and v; = (v, vi1)”.

Here,
Vio 0 ayy ap ot oo
~ N N E = = )
(Un) ‘(0) ) (Oélz Oézz) (001 012)]

and the correlation between the two frailties becomes p = gy /(0p01). By allowing
a correlation between two random effects (v;o and v;1), the invariance of the model
to parametrization of the treatment effect can be maintained (Rondeau et al. 2008;
Lee et al. 2017b).

Remark 5.1 Below we present the interpretation of v;yp and v;; in the multicenter
clinical study. Consider model (5.9) with a single binary-treatment indicator, x;;,
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Aij(tlvio, vir; xij) = Ao(t) exp{vio + (81 + vi1)xij}.
Then, the relative risk for treatment becomes

_ Ao (1) exp{vio + (81 + vir) - 1}
Ao (t) exp{vio + (B1 + vip) - 0}

Yij(tlxij =1,x; = 0) = exp(f) + vi1),

which is free of time 7 and holds for all patients in center i. Here exp((;) is the usual
expression for the relative risk in the standard PH model. Thus, 1;; (t|]x = 1,x = 0),

represents a random multiplicative divergence from the standard relative risk under
the PH model, homogeneous with respect to centers. Note that

exp(B1 + vi1) = exp(Bu;1,

where u;; = exp(v;;) is often called the treatment hazard ratio in the ith center (Gray
1994; Yamaguchi and Ohashi 1999). We also have that

_ exp(Bi + vir)

ujp = exp(31) = exp(vi1).

Thus, v;; means the random deviation of the ith center from the overall treatment
effect.
Similarly, in order to interpret v;o, we consider the model without the covariate
Xij (1e Xij = 0)
Aij (tlvio) = Ao(?) exp(vio).

Thus, the hazard ratio of v;o against v;o = 0 is given by

Ao (#) exp(vio)
¢ij(t) = OT(Z)O = exp(vio),

which is free of time ¢ and holds for all patients in center i, and v;¢ represents the
random deviation of the ith center from the overall underlying baseline risk. [

5.2 H-Likelihood Procedures for the Multicomponent
Models

‘We show how the h-likelihood estimation procedures for one-component (univariate)
frailty models in Chap. 4 are extended to the multicomponent models (5.1). The h-
likelihood for the multicomponent frailty models are of the form

h=h(3, Ao, ) =€ + £,
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where 1 = 3, €155 (8, Ao ij, 0ij1v) = 22, 10g{ f5.0, (Vijs Gi 1)}, €2 = Lo v) =
log{ f,(v)},and f3 ), (y, 6|v) and f,, (v) denote the conditional density of (y, J) given
v and the density of v, respectively. Here £>(c; v) becomes > €5, (cy; v®™). Since
we use v ~ N(0, X,) with =, = X, (¢, ), we have

1 L rs—1,0
o = Ly (e v,) = —E[log det{27%,}] — 7V DINRLAES

The nuisance parameters )\ in £; are eliminated by the profiling method, so that we
have
0= ily,—3, = ¢1p + constant,

which does not depend on ). The profile log-likelihood £7 is again proportional
to the partial log-likelihood £;,. Thus, if the distributions of v" are specified, the
generalization of the h-likelihood procedure based on the partial h-likelihood

hp :£1p+z2

is straightforward, as given in Appendix 5.6.1. The technical details of computation
of —9%p.(h,)/0a* with 7 = (83, v) are also given in Appendix 5.6.2.

5.3 Examples

5.3.1 Mammary Tumor Data

Gail et al. (1980) presented data on multiple occurrences of mammary tumors for 48
female rats. The primary outcome of interest was time to development of a mammary
tumor for 23 female rats in the treatment group and 25 female rats in the control
group. Initially, 76 rats were injected with a carcinogen for mammary cancer at
day zero, and then all rats were given retinyl acetate to prevent cancer for 60 days.
After 60 days, forty-eight rats which remained tumor-free were randomly assigned to
continue being treated with retinoid prophylaxis (treatment group) or to the control
group receiving no further retinoid prophylaxis. Rats were palpated for tumors twice
weekly and observation ended 182 days after the initial carcinogen injection. The
main objective of the study was to evaluate treatment.

Our analysis is based on the original data setin Table 5.1 from Gail et al. (1980). We
similarly define survival time as time to development of a mammary tumor from the
initial carcinogen injection. The time origin is the day of the initial carcinogen injec-
tion. The inter-arrival (gap) time between the tumor recurrences 7;; (j =1, ..., n;)
is calculated as T;; = T; ; — T; j—1, where T ; is the jth tumor occurrence time of
the ith rat. Conventionally we set 7; o = 0. Here the cluster size n; ranges from 1 to
14. Some T; ; and T; ;_; are equal, leading to the gap time T;; = T; ; — T; j—1 = 0.
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Table 5.1 Model selection: three AICs for the mammary tumor data

Model —2ppgu(hp) | dfy |TAIC | =2¢, |df. cAIC | =2py(hp) | dfp | pAIC
M1 (Cox) | 1946.8 0 |70 19449 | 1 28.1 1944.9 1 6.1
M2 (R) 1939.0 1 1.2 1885.0 | 22.8 11.8 1937.8 2 1.0
M3 (S) 1946.8 1 (9.0 1944.9 | 1.0 28.1 1944.9 2 8.1
M4 1935.8 2 |0 1820.4 | 49.2 0 1934.8 3 0
(AR(1))

M5 1935.8 3 120 1820.4 | 49.2 0.0 1934.8 4 2.0
(R+AR(1))

R, rat frailty; AR(1), AR(1) frailty; S, saturated model with p = 0;
AIC, AIC differences where the smallest AIC is calibrated to be zero

For such cases, we added a small value (say 0.01) to all the observations (Fong
Daniel et al. 2001; Ha et al. 2007a). Censoring (approximately 17%) occurred when
no new tumor was found. Gap times on the same rat may be correlated due to the
shared genetic or environmental effects and this correlation can be modeled by a
shared (univariate) frailty. However, since 7;; are gap times of the same rat, they
could be serially correlated. Thus, the frailty of each rat may not be constant, but
can change stochastically over the gap times. Therefore, we consider several AR(1)
frailty models for such dependency. Here we model the gap times 7;;, with a single
fixed covariate x;; (=1 for treatment and =0 for control). Let v; be the unobserved
shared frailty on the ith rat and let v;; be the unobserved AR(1) frailty on the jth gap
time of the ith rat. We consider the following five models, A;; (t|v) = Ao(f) exp(7;):

M1 (Cox): n;; = x;; 5,

M2 (R): n;; = xi; 8 + v; with v; ~ N(0, ay),

M3 (S): Nij = .X,'jﬂ + v with vij ~ N0, ay),

M4 (AR(I)) Nij = X,’jﬂ + Vij with Vij ™~ AR(l),

M5 (R+AR(1)): n;j = x;; 8 + v; + v;; with v; ~ N(0, o) and v;; ~ AR(1).
Here v;; ~ AR(1) means that v;; = pv;;_1 + e;j, ¢;j ~ N(0, o) and |p| < 1. The
saturated model M3 can be AR(1) model with p = 0. Among these models, M5 is
the full model and the rest of them are submodels by assuming the null components,
i.e. M4 (v; =0), M3 (v; =0, p =0), M2 (v;; = 0) and M1 (v; =0, v;; = 0). “S”
stands for AR(1) model with p = 0, identical to the saturated frailty model.

If a model M1 is nested in M2, we denote it as “M1 C M2”. Here M5OM4D
M3DMI1 and M5DM2DMI. Thus, for the nested frailty models, we use the rAIC for
model selection because they have a common linear predictor. However, {M4, M3}
and M2 are not nested, so we may use the AICs to select a model. Between M5 and
M4, the difference of the partial restricted likelihood is 0.0 (<2.71), so that the null
hypothesis of a; = 0 cannot be rejected. Between M4 and M3, the difference of the
partial restricted likelihood is 11.0 (>3.84), so that we reject the null hypothesis of
p = 0. Between M2 and M1, the difference of the partial restricted likelihood is 7.8
(>2.71), so again we reject the null hypothesis of a; = 0. Therefore, in the presence
of AR(1) frailty, the shared frailty v; is not necessary and the LRT selects M4 as the
final model.
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Now we investigate the AIC values. For the ease of comparison and ranking of
candidate models, we have set the smallest value of the AICs to be zero. In Table 5.1
we report the AIC differences, not the AIC values themselves. The cAICs of M3
and M1 are almost identical because @, ~ 0. Similarly, those from M5 and M4 are
almost identical because @ ~ 0. In such cases, the cAIC prefers the complicated
model (Yu et al. 2013), while the mAIC (therefore pAIC) prefers the simple model
(Greven and Kneib 2010). The degree of freedom df, for the cAIC does not reflect
model complexity properly when the variance estimate of the frailties is zero (Ha
et al. 2007a), so that between M4 and M5, we should choose M4 as the final model
using the rAIC. Care is necessary for the cAIC and pAIC (mAIC) when the frailty
variance estimate is near zero. )

The final model M4 gives the parameter estimates: 3 = —0.927(SE = 0.236),
p=0.811 and & = 0.162. That is, we see that the treatment group significantly
reduces the tumor recurrences and that survival times have a large positive serial
correlation. The estimation results from the final model (M4) are also presented in
Sect. 5.4, together with R codes.

5.3.2 CGD Data

We consider the CGD data presented in Sect. 1.2.3. The gap time (inter-arrival time)
between recurrent infection times, 7 j, are calculated as T;jx = T;; x — Tij x—1, Where
Tijx (Tij o = 0) is the kth recurrent infection time of the jth patient nested in the ith
hospital. From the data structure, we see that the survival time for a given patient
would be correlated. However, since each patient belongs to one of the 13 hospitals,
the correlation may also be due to a random hospital effect. Thus we may consider the
multicomponent lognormal frailty models, in which infections, patients and hospitals
are defined as level 1, level 2 and level 3 units, respectively. Let v; be the frailty on
the ith hospital and v;; be that on the jth patient in the ith hospital. For T;j, we
consider the following models based on \;jx (t|v) = Ao(f) exp(n;x):

M1 (Cox): mijx = X,gkﬁ,

M2 (H): n;ji = X,gkﬂ + v, v ~ N, ap),

M3 (P): mijx = xickﬁ + vij, vij ~ N(O, ap),

M4 (H + P): nijx = X,gkﬁ + v +vij, v; ~ N(O, ap), v;; ~ N(O, ap),
where x;jx = (Xijk1, ..., x,-jklo)T consist of 10 covariates as in Sect. 1.2.3. Here M4
is the full model and the other models are various submodels of M4, i.e. M3 (v; = 0),
M2 (v;; = 0) and M1(v; = 0, v;; = 0). Here &; =~ 0, so that df. may not reflect the
model complexity properly. From Table 5.2, we see that between M1 and M2 (M3
and M4), the pAIC prefers the simpler model M1 (M3).

Since T;ji’s are gap times, they may be serially correlated, so that the frailty of each
patient in the same hospital may vary stochastically over them. Let v;jz ~ AR(1)
be the unobserved AR(1) frailty on the kth gap time of the jth patient in the ith
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Table 5.2 Model selection: three AICs for the CGD data

Model —2psothy) | df, [rAIC [ =2¢, [df.  |cAIC | —2p,(h,) | df, |pAIC
Ml (Cox) | 694.7 0 (22 6719 |10 18.1 | 6719 10 |0
M2 (H) 694.7 1 (42 6719 [100 |18.1 | 671.9 11 |20
M3 (P) 690.5 1 |o 608.8 [373 |96 | 6711 1 |12
M4 (H+P) | 690.5 2 120 |6088 [373 |96 | 6711 12 |32
M5 (S) 692.8 1 |23 [5954 446 108 | 6719 11 |20
M6 (AR(1)) | 688.6 2 |01 [5536 |60.1 |0 670.6 12 |27
M7 688.6 3 121 [5536 602 |0.1 670.6 13 |47
(H+AR(1))

M8 688.6 3 121 [5536 602 |01 670.6 13 |47
(P+AR(1))

M9 688.6 4 |41 5524 (610 |06 | 6706 14 |67
(H+P+AR(1))

H, hospital frailty; P, patient frailty; S, saturate model with p = 0; AR(1), AR(1) frailty;
AIC, AIC differences where the smallest AIC is calibrated to be zero

hospital, satisfying v;jx = pvijk—1 + €ijk, €ijx ~ N(0, a3) and |p| < 1. We consider
the following additional models:

M5 (S)mjjx = x{ikﬁ + viji with v ~ N(0, az),
M6 (AR(D)): mijx = x5, B + viji with v;jx ~ AR(1),
M7 (H+AR(D)): n;jx = xlgkﬁ + v; + v with v; ~ N (0, o) and v;j; ~ AR(1),
M8 (P+AR(1)): mijx = ;8 + vij + viji with v;j ~ N(0, az) and
vijx ~ AR(D),
M9 (H+P+AR(1)): n;jx = x[§k6 + v + v + vijx withv; ~ N(O, ay),
v;j ~ N(0, az) and v;;; ~ AR(1).

Now, M9 is the full model which combines models M4 and M6 and the others
are its various submodels: M8 (v; = 0), M7 (v;; = 0), and M6 (v; =0, v;; = 0).
First, consider the LRT for the nest models. From the partial restricted likelihoods
of {M9, M8, M6, M5}, the LRT selects M6 as the best model. Between M6 and
M35, the difference of the partial restricted likelihood is 4.2 (>3.84), so that the null
hypothesis of p = 0 is not rejected. Now that {M2, M3, M5} are not the submodels
of M6, the AICs may be used for model selection. We note that the rAIC selects
either M3 or M6 as an adequate model because their difference is too small as 0.1,
but the cAIC clearly selects M6. From the rAIC and cAIC, we select M6 as the final
model. However, the pAIC selects M1 as the final model because it tends to select
the simplest model (Greven and Kneib 2010). In this book, we select the final model
by using the LRT and we will use various AICs if the LRT is not available. Between
M1 and M6, the LRT based on the partial restricted likelihood selects M6, so that
we choose M6 as the final model.

Table 5.3 shows the estimation results for the final model M6. Our main con-
clusions are as follows: (i) The Gamma-IFN is very significant, indicating that the
new drug significantly reduces the infection rate in CGD patients; (ii) The longitudi-



114 5 Multicomponent Frailty Models

Table 5.3 Parameter Variable Estimate SE

estimates of the final model

(AR(1) frailty model) for the Gamma-IFN —1.239 0.364

CGD data Inheritance —-0.771 0.408
Age —0.093 0.049
Height 0.100 0.015
Weight 0.009 0.021
Corticosteroids 2.201 0.956
Prophylactic —0.714 0.489
Sex —0.907 0.573
Hospital region —0.759 0.432
Longitudinal 1.379 0.597
a3 0.877 -
p 0.573 -

nal variable is positively significant, which implies an increasing risk of subsequent
infection with elapsed time; (iii) The estimated AR(1) correlation is p = 0.573, indi-
cating that there is a serial correlation effect among recurrent infection times.

In addition, the estimation results of the univariate model (M3), the multilevel
model (M4) and the final model (M6) are presented in Sect.5.4, together with R
codes.

5.3.3 Bladder Cancer Data

We again consider the bladder cancer data, analyzed in Example 4.5 Let v;¢ and v;;
be the random baseline risk (i.e. random center effect) and random treatment effect
of the ith center, respectively. For the purpose of analysis, we consider the following
five models, A;;(¢|v) = Ao(t) exp(n;;) with 7;; allowing several frailty structures
M2-MS5, where (v;g, v;1) ~ BN means that v;p ~ N (0, 03), vi1 ~ N(0, 0%) and p =
Corr(vjo, vi1), and (v;o, v;1) ~ I N means BN with p = 0:

M1 (Cox): mij = Bixij1 + Baxijo,

M2 (B): n;; = Bixiji + Baxij2 + vio, with vig ~ N(0, 03),

M3 (T): mij = Bixij1 + Baxijo + virXij1, with v ~ N (0, o),

M4 (Indep): ;; = (B1 + vi1)xij1 + BaXijz + vio, with (v, vi1) ~ IN,

M5 (Corr): ;5 = (81 + vi1)xij1 + Baxija + vio, With (vio, vi1) ~ BN.
Here x;;; and x;;, are the binary covariates which are already described in Example
4.5, and B and T denote the random baseline risk and the random treatment effect,
respectively. Among M1-M5, M5 is the full model and the others are its various
submodels by assuming the null components, i.e. M1 (v;o = 0, v;; = 0), M2 (v;; =
0), M3 (v;o = 0) and M4 (p = 0). In Table 5.4, we report the AIC differences, not
the AIC values themselves.
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Table 5.4 Model selection: three AICs for the bladder cancer data

Model —2{ppv(hp)}| df. |rAIC | =2¢, |df. cAIC | —2py(hy) | df, | pAIC
M1 (Cox) | 2196.2 0 (1.2 219252 6.2 2192.5 2 1.2
M2 (B) 2193.0 1 |0 2173.8 (8.5 0.5 2189.3 3 0

M3 (T) 2194.2 1 1.2 2179.217.0 2.9 2190.6 3 1.3
M4 (Indep) | 2193.0 2 |20 2173.8 8.5 0.5 2189.3 4 2.0
MS5 (Corr) | 2192.7 3 |37 2172.1 9.1 0 2189.3 5 4.0
B, random baseline risk (v;g); T, random treatment effect (v;)

Here M5DM4DM3DMI1 and M5D5M4DOM2D5M1. Among the models {M1, M2,
M4, M5}, the LRT based on the partial restricted likelihood, —2{pg ., (h,)}, selects
M2 as the final model. Now the final model should be decided between M2 and M3
which are non-nested. Both rAIC and pAIC selects M2 as the final model. The cAIC
selects the most complicated model M5 as the final model. We choose the model M2
as the final model, not M5, due to the LRT principle. The estimation results for the
final model M2 are given in Example 4.5.

5.4 Software and Examples Using R

5.4.1 Mammary Tumor Data: AR(1) Frailty Model

Below are the R codes and the results from fitting the AR(1) frailty model using the
HL(0,1) method for the mammary tumor data in Sect.5.3.1. In the frailtyHL ()
function in Sect.4.3.3, the expression (1l|center)+ (1]id) specifies a multilevel
frailty model and the inclusion of the option RandDist="AR1" allows to fit the
AR(1) frailty model. The outputs are summarized in Table5.1.

HeHHHHHHAHAHAH AR FHAHAHS AR(L) frailty model #####H#AHSHSHFHHHHEHS
> data(ren, package="frailtyHL")
> resl<-frailtyHL(Surv(time,del) “gp+(l|rat),ren, RandDist="AR1",
+ Maxiter = 500)
HAHHAHFHHAHHAHHAHHHHAH AR HE OUTPUT #HHHHAHHAH AR H AR H AR H AR HHH AR R RS
iteration :
302
convergence :
9.749738e-07
[1] "converged"
[1] "Results from the lognormal frailty model with AR(1)"
[1] "Number of data :"

[1] 254
[1] "Number of event :"
[1] 212

[1] "Model for conditional hazard :"
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Surv(time, del) ~ gp + (1 | rat)

[1] "Method : HL(O0,1)"

[1] "Estimates from the mean model"
Estimate Std. Error t-value p-value

ap -0.927 0.2357 -3.933 8.397e-05
[1] "Estimates from the dispersion model"
Estimate

rat 0.1623
[1] "Estimates for rho in the AR(1) model"

rho_h

[1,]1 0.8114
-2h0 -2*hp -2*p_b,v(hp)
[1,]1 1820.4 1925.2 1935.8

cAIC PAIC rAIC
[1,] 1918.8 1956.8 1939.8

5.4.2 CGD Data: Univariate, Multilevel and AR(1) Frailty
Models

Below are the R codes and the results from fitting the univariate, multilevel and
AR(1) frailty models using the HL(0,1) method for the CGD data. The outputs are
summarized in Tables 5.2 and 5.3.

HHeHH A H A H A H SR EH S HIE Variable settings #######SH#SHHSHHSHHHS
data(cgd, package="frailtyHL")

attach (cgd)

cgdS$inherit=relevel (cgd$inherit,ref="autosomal")

hos=as.integer (hos.cat)

hospi<-ifelse(hos>=3,1,0) ### 0=US, 1=Europe

L=ifelse(enum==1,0, tstart+1)

longi=L/365.25 ## longitudinal

HHfHH A H A H A H A H#HHH S Univariate frailty model ##########H##H###HHHSHE
> cgd_P<-frailtyHL(Surv(tstop-tstart, status)”

V V. V V V VYV

+ factor (treat)+ factor(inherit)+age+ height +weight
+ +factor (steroids) +factor (propylac) +factor (sex) +factor (hospi)+ longi
+ +(1]id),cgd,Maxiter = 500)
iteration :
101

convergence

9.033824e-07
[1] "converged"
[1] "Results from the lognormal frailty model"
[1] "Number of data :"

[1] 203

[1] "Number of event :"

[11 76

[1] "Model for conditional hazard :"

Surv(tstop - tstart, status) ~ factor(treat) + factor (inherit) +
age + height + weight + factor(steroids) + factor (propylac) +
factor (sex) + factor(hospi) + longi + (1 | id)

[1] "Method : HL(O0,1)"
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[1] "Estimates from the mean model"

Estimate
factor (treat)rIFN-g -1.105033
factor (inherit)X-linked -0.658498
age -0.085951
height 0.008576
weight 0.009931
factor (steroids)1 1.991416
factor (propylac)1l -0.690360
factor (sex) female -0.758045
factor (hospi)l -0.697510
longi 0.794978

std.

O O O O O o o o o

0.

Error t-value

.33787 -3.2706
.38189 -1.7243
.04481 -1.9182
.01377 0.6229
.02072 0.4793
.85668 2.3246
.44859 -1.5390
.52845 -1.4345
.39655 -1.7589
51075 1.5565

[1] "Estimates from the dispersion model"

Estimate Std. Error
id 0.7033 0.4357
-2h0 -2*hp -2*p_b,v(hp)
[1,] 608.83 824.56 690.52
cAIC PAIC rAIC
[1,] 683.37 694.63 692.52

>

O O O O O o o o o o

p-value
.001073
.084648
.055091
.533318
.631743
.020094
.123813
.151438
.078590
.119591
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HHeHHSHH S H SR #AHEE Multilevel frailty model ##########H##H#HHHFHSHISHE
> cgd_multi<-frailtyHL (Surv(tstop-tstart, status)”
+ factor (treat)+ factor(inherit)+age+ height +weight+ factor(steroids)
+ +factor (propylac) +factor (sex) +factor (hospi)+ longi
500)

+  +(1l|center)+(1|id),cgd, Maxiter
iteration
109
convergence
9.594358e-07
[1] "converged"

[1] "Results from the lognormal frailty model"

[1] "Number of data :"

[1] 203
[1] "Number of event :"
[1] 76

[1] "Model for conditional hazard

Surv(tstop - tstart, status)

age + height + weight + factor(steroids) + factor (propylac)

~ factor(treat)

+ factor (inherit)

factor (sex) + factor(hospi) + longi + (1l|center) + (1]id)

[1] "Method HL(O0,1)"
[1] "Estimates from the mean model"

Estimate Std.

factor (treat)rIFN-g -1.105033
factor (inherit)X-linked -0.658498
age -0.085950
height 0.008576
weight 0.009931
factor (steroids)1 1.991417
factor (propylac)1l -0.690360
factor (sex) female -0.758045
factor (hospi)l -0.697509
longi 0.794977

[1] "Estimates from

Estimate Std. Error
center 0.0000 NaN
id 0.7033 0.4357

O O O O O o o o o

0.
the dispersion model"

Error t-value
.33787 -3.2706
.38189 -1.7243
.04481 -1.9182
.01377 0.6229
.02072 0.4793
.85668 2.3246
.44859 -1.5390
.52845 -1.4345
.39655 -1.7589
51075 1.5565

O O O O O o o o o o

p-value
.001073
.084648
.055091
.533317
.631744
.020094
.123814
.151438
.078591
.119592
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-2h0 -2*hp -2*p_b,v(hp)
[1,] 608.83 824.56 690.52
cAIC pPAIC rAIC
[1,] 683.37 696.63 694.52
>

HHfHH S H A H SR HAHS AR (L) frailty model ########H##HHHHHHHSHH
> cgd_ARl<-frailtyHL (Surv (tstop-tstart, status)”
+ factor (treat)+ factor (inherit)+age+ height +weight+ factor (steroids)
+ +factor (propylac) +factor (sex) +factor (hospi)+ longi
+ +(1]1id),cgd,RandDist="AR1",Maxiter = 500)
iteration
338

convergence

9.844568e-07
[1] "converged"
[1] "Results from the lognormal frailty model with AR(1)"
[1] "Number of data :"

[1] 203

[1] "Number of event :"

[1] 76

[1] "Model for conditional hazard :"

Surv(tstop - tstart, status) ~ factor(treat) + factor(inherit) +
age + height + weight + factor(steroids) + factor (propylac) +
factor (sex) + factor(hospi) + longi + (1 | id)

[1] "Method : HL(O0,1)"
[1] "Estimates from the mean model"
Estimate Std. Error t-value p-value

factor (treat)rIFN-g -1.238621 0.36373 -3.4053 0.0006608
factor (inherit)X-linked -0.770533 0.40839 -1.8868 0.0591907
age -0.093005 0.04946 -1.8804 0.0600534
height 0.009586 0.01479 0.6480 0.5169636
weight 0.009197 0.02251 0.4087 0.6827812
factor (steroids)1 2.200806 0.95591 2.3023 0.0213177
factor (propylac)1l -0.714297 0.48942 -1.4595 0.1444324
factor (sex) female -0.907046 0.57311 -1.5827 0.1134943
factor (hospi)l -0.758608 0.43202 -1.7560 0.0790941
longi 1.378750 0.59720 2.3087 0.0209614
[1] "Estimates from the dispersion model"
Estimate
id 0.8768
[1] "Estimates for rho in the AR(1l) model"
rho_h
[1,] 0.5732
-2h0 -2*hp -2*p_b,v(hp)
[1,] 553.55 999.79 688.59

CcAIC PAIC rAIC
[1,] 673.69 730.35 692.59

5.5 Discussion

The h-likelihood methods can be straightforwardly extended to the multicomponent
semiparametric frailty models. Selecting a suitable model among a set of candidate
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models is very important in data analysis. The LRTs and AICs are useful in selecting
the final model.

We have used the three AICs, i.e. cAIC, pAIC and rAIC, based on the partial h-
likelihood /.. Here the cAIC, pAIC and rAIC are model selection criteria for v, 3, a,
respectively. For example, the pAIC is useful for model selection for 3 given a frailty
model on . Thus, it may not work properly under different frailty models. The rAIC
and cAIC are for selection of a frailty structure. By construction, the rAIC is more
focussed on the selection of the frailty; the restricted likelihood is not appropriate for
inference about an individual v; because it integrates them out. The cAIC concerns
a selection of the conditional model y|v and its prediction, so that it seems to prefer
a complicated random-effect model. For inference about the population, the rAIC
may be preferred, while the cAIC may be preferred for a subject-specific model.

Extensions of the current multicomponent modeling approach to the frailty models
allowing for spatial frailty structures (Henderson et al. 2002) or missing covariates
(Herring et al. 2002) would be interested (Lee et al. 2017b). Furthermore, our h-
likelihood approach can be extended to cure-rate modeling via frailty structures
(Yau and Ng 2001; Xiang et al. 2011) or double HGLMs (Lee and Nelder 2006; Lee
et al. 2017b) including structured dispersion on hazard (Noh et al. 2006; Burke and
MacKenzie 2017).

5.6 Appendix

5.6.1 H-Likelihood Procedure in the Multicomponent Models

We show how the h-likelihood procedure of one-component models presented
in Chap.4 is extended to the multicomponent models (5.1). With the partial h-
likelihood £ ,, we estimate the fixed parameters (3, o) with o = (o, .. ., a)T and
the random effects v = (VT , V@7 .. v®T)T a5 follows. Given «, estimation of
7= (37, v")7 is performed by solving

Oh, _ oh —0 (5.10)
or Ot /\0=Xo_ ' ’

Here, the first partial derivatives, 0h/OT, are given by the simple forms:

Oh  _; Ooh )
%—X (6 — p) and W—Zr(é—,u)—i)r v (r=1,...,k),

where 1 = exp(log Ao +7) and ¥, = ¥, (a,, p). Note that the asymptotic covari-
ance of 7 — 7 in one-component model is obtained from the inverse of the information
matrix H, = H(hp; 7)|r=3() = —0*h,/07?, given by
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T 7 * T 7 *
H,,:(XWX X" W'Z ) (5.11)

ZTW*X ZTW*Z + Q

LetZ=(Zy,...,Zy)and Q, = —0%4,/Ov > = 7' (r =1,...,k),andlet Q =
BD(Qy,..., Q) =BD(Z; ', ..., T, ") be a ¢ x ¢ block diagonal matrix (g =
>, qr)- Then the information matrix (5.1) can be expressed as that of the multi-
component models:

xTw*x  XxT™w*z, ... X'W*Z

ZIw*x ZIw*Z,+ 0, ... zZI'w*z,
Hp = . . . .

zZIw*x  zZIw*zZ, ... ZIW*Z+ O

We note that in the multicomponent models, the ILS equations of 7 can be

expressed as the same forms as (4.12) and (4.13), with Z = (Zy,---, Zy), O =
BD(Qi, ..., Q1), V¥ =BD(,, 0),y* = (w*T, 07T and I, =BD(,,, ..., 1).
Next, for estimation of the frailty parameters o = (v, .. ., ar)T, we use the

adjusted partial h-likelihood (i.e. partial restricted likelihood) in (4.10), given by

1 H
p-(hp) = [hp - Elogdet(z—;)]

where 7= 7(a) = (87 (a), 97 (a))7. The partial REML estimator for o, (r =
1,..., k) are obtained by solving iteratively

, (5.12)

T=F

Ops(hyp)

=0. .1
Dar, 0 (5.13)

Note here that

Oprthy) _ 1 (OB L (0% 1~ 0H,
da, 2 " Doy 2 aoz, 2 P 804,

where H,, = H (o) = H(hp; T)|r=7()- Note also that in 1mplement1ng (5.13), we
still allow the term Jv/dc,; details on the computation of the term OH, »/0a, includ-
ing 9v/da, are given in Appendix 5.6.2. In particular, from (5.13) the partial REML
estimator for o, (r = 1, 2) in the multilevel model (5.4) has a simple form

’v‘(r)T’ﬂ(r)

o = s
qr — Ir

where v, = —a,tr{ﬁp_ : (8ﬁ »/0a,)}. Similarly, the partial REML estimator for o
in the AR(1) model in (5.6) is given by
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. $OTA-150)
0=

q3— 73

wherey; = —Jztr{ﬁ;l (8ﬁp/802)}. Note that the estimator for pin (5.5) and (5.6) is
also obtained from (5.13): see also Yau and McGilchrist (1998). In fact, the estimator
for p can also be easily obtained by maximizing p-(h,) in (5.12) using the grid search
method.

In summary, the estimates of 7 and « are obtained by alternating between the two
estimating Eqgs. (5.10) and (5.13) until a convergence is achieved. Thus, the fitting
algorithm of the simple frailty model in Sect.4.3.2 can be straightforwardly applied
to the multicomponent models.

5.6.2 Computation of —8*P.(h,)/dc*

The partial restricted likelihood in (5.12) can be expressed as

~ 1 N +
prlhy) = h — 3 logdet(F,) + (P : %)

log(2m),

WheEeT = (ﬂT’ UT)T,]:;]) = hplT:’r(a) = hp(%(a)a 05) and I:Ip = H(hp; T)|‘r:f'(a) =
Hy(7(), a).

Since ) )
op-(hp) oh 1 ~_OH,
—_— = ——tr{ H, ' —=), 5.14
oo, Oa, Zr 7 Doy, .19
we have
& p,(h,) Ph 1 ~ (OH, ~ OH, .~ , &*H
— . =— —tr|-H =LA —L 4+ A1 L
Oay, 0o Oay, 0o +2r( P day, P Doy 4, Oa, 0oy

(5.15)

We now show how to compute the Eq. (5.14). Following Lee and Nelder (2001a)

and Ha and Lee (2003), we allow 0v/0q, in computing the two Eqgs.(5.14) and
(5.15), but not 93/dcx,. Then we have

= () (5) @)
Oa, oo, ov oo,
_ Oh,
~ da,

T=T

=7

since (0h,/0v)|.=+ = 0. Along the lines of Appendix C of Lee and Nelder (1996),
we can show that
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v Ph,\"'( Oh,
day, ov? Ovda,

T=7

=—(Z"W'Z+0)' 0.0,
where W* is given in (5.17), @ = £~! and
Q0. =0x7"/0a, = -7 (02/0a,) T (5.16)

From these results, the first term on the right-hand side (RHS) of (5.15) becomes

~

3 5*h (. 82h,, 3 82h,, o
Ao, O, O, 0 Oa,0v ) \ Doy, et

1 o 1)) Pz 1
— __t 2—1_2—1_ _ 2—1 _"T //v/\
2 r( da, Oy Oa,0a +2v Q.0

v
~T A/
T+ Qs(@ar)’

where

Q! =9*Q/da,0a; = —Q.(0%/0a,) X~ — 27192 /da,) Q!
-2 18?2 /00, 00,) XL

From (4.39) and (5.11), we have

. XTW*x XTWw+*z
Hy = T i+ T i+ A ) (.17
ZTW*X ZTW*Z + O
where W* = W*|,—+(0) = W*(F(a), a), Q = Q(d(a), a) and
W* = W*(B,v) = W) — Wa, (5.18)

and the details are given in (4.35). Thus, the two derivatives in the second term on
the RHS of (5.15) are computed as follows:

0H, (XTW'X X"w'z
da, \Z'TWXZ'™WZ+ Q.

and R
PH, (X"W'X XTw!z
doya, — \Z'WLX ZTW/IZ + Q]
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OW*/da, and W =052 W* /0,0y are calculated by the following

-GG

T=T

Here W, =
procedures:

oW [ (OW* O\ ( 28
da, Oay ov oay
since OW*/0ca, = 0, and

oW+ _[(86 word ZV N (22 2V (20
- " ov? 0oy Ov Oa, oy

T=7

O, 0o ooy, S
where
62" R o 0v
Y Z"Wwz+ oWz o) 0 T+ orbl,
Oa, Doy Jay oo,

and OW*/0v and 0> W*/Ov? can be calculated by repeatedly differentiating (5.17)

with respect to v.



Chapter 6
Competing Risks Frailty Models

Competing risks data arise when an occurrence of an event precludes other types
of events from being observed. In this chapter, we extend the h-likelihood inference
procedures for frailty models to competing risks models. We first review existing
methods for competing risk models without the frailty.

6.1 Classical Competing-Risk Models

Competing risks data are encountered in various research areas such as medicine,
engineering, econometrics, and sociology. In cancer studies, the primary outcome
is often time to event and patients might experience multiple events, where the
occurrence of one type of event hinders that of other types of events. For example,
in breast cancer studies investigators may want to evaluate the effect of a new drug
in terms of reducing the recurrence rate of the disease or mortality related to breast
cancer. However, other types of primary cancers (i.e., competing events) that would
shift the course of therapy to mask breast cancer recurrences or deaths due to other
disease often preclude breast cancer-related deaths from being observed. Examples in
other fields include failure of different components in a system in industrial reliability
testing or time to part- or full-time employment in econometrics.

When a specific type of event is of primary interest, two useful summary measures
could be considered. One is the cause-specific hazard, i.e., the conditional instanta-
neous event rate of a specific type given no prior event history and the other is the
cumulative incidence function (CIF; Kalbfleisch and Prentice 1980), i.e., the cumu-
lative probability of cause-specific events. For example, in a clinical cancer trial, the
main event (Type 1 or cause 1) is time to recurrence, which makes time to death a
competing event (Type 2 or cause 2). Then the event history can be diagrammatically
displayed as in Fig.6.1.

© Springer Nature Singapore Pte Ltd. 2017 125
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Recurrence
(Type 1)
Death
(Type 2)

In this chapter, we are interested in clustered competing risks data where subjects
within a cluster may experience more than (e.g., two events in Fig.6.1) one type of
event. In many applications involving competing risks data from multicenter random-
ized clinical trials, individual events within a cluster (center) may be correlated due
to unobserved shared factors across individuals. Thus, we present the h-likelihood
inference for correlated time-to-event data under competing risks, where the under-
lying cause-specific frailties might be correlated. First, we review existing methods
for the independent survival data with competing risks.

Fig. 6.1 Schematic display
of competing risks model
with cause-specific hazards
(), k=1,2

On Study
(Baseline)

6.1.1 Cause-Specific Hazard Function and Cumulative
Incidence Function

Traditionally, two important quantities in analyzing competing risks data have been
the cause-specific hazard function and the CIF. Suppose that the type of event is
denoted by k(k =1,..., K). Let T be time to the first event (i.e. the minimum
of all of the latent event times) which is denoted by 7' = min(7, T3, ..., Tx). Let
e € {l,2,..., K} be the cause of event (or type of event). The cause-specific hazard
function is the conditional intensity that a subject experiences an event type € = k at
a specific time point ¢, given that the individual has not experienced an event of any
type up to just prior to time ¢:

Prt <T <t+ A, e=k|T >1)

M(t) = 11210 A (6.1)
From the definition of the cause-specific hazard function above, we have
Prt<T <t+A,e=k
A() = lim r@<T<t+A e )
A—0 APr(T > 1)
1 . Pr@<T<t+A,e=k)
= im
Pr(T = t) A—0 A
t
_ @ 62)

S(it—)’
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where S(z—) is the survival function just prior to ¢ for events from all causes and
fi(¢) is the subdistribution density function for Type k event. Thus, from (6.2) the
CIF of event type k is defined by

Fi.(t)=Pr(T <t,e=k) =/ fr(w)du =/ S(u—)dAr(u), (6.3)
0 0

where f(t) = dF(t)/dt and Ax(u) is the cumulative hazard function of Type k
event such that d Ay (1) /dt = M\ (¢). In other words, the CIF F () is the probability
that a Type k event occurs at or before time 7. The quantity Fy () is also called as
the subdistribution function because it is the cumulative joint probability of a Type
k event, i.e., Fi.(t) = Pr(T <t, e =k).Itis an improper distribution as

lim Fi(t) = lim Pr(T <tle =k)Pr(e =k) = Pr(c = k).
=00 t—00

Nonparametrically, the cause-specific hazard function can be estimated by a
Nelson—Aalen type estimator 5\k (t) = dix/R;, after the competing events are cen-
sored at the time of their occurrences. Here d;; is the number of Type k events at an
ordered Type k event times ¢4y, i = 1, ..., D, and R; is all subjects at risk at the
time #(;y. Therefore the CIF in (6.3) can be estimated by

. . d;
Ft)= 37 Sto=) 7

i:l(i)ff

where S (t—) is the Kaplan—-Meier (KM) estimator of the all-cause survival function

prior to ¢, i.e.,
i—1

N d. +e.c
s - %
J

J=1

where e, is the number of competing events at time #(;,. Without competing events
the complement of the Kaplan—Meier estimator (denoted by 1 — K M) is identical
to the CIF since the 1 — KM for Type k events can be written as (Pintilie 2006)
L—KM(t)= > KM (z»—)@
k ~ 136! R
;) <

where
i—1

d;
KM/(([(Z‘)—) IH’ — R¢k} .

j=1 I

Since S'(t) < KM, (t) for any ¢, from the above definitions of ﬁk (tH)and 1 — KM (1),
we have
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Fi (1) < 1 — KM ().

Accordingly, we see that (1 — K M) overestimates the true cumulative probability
of the cause-specific event of interest, in the presence of competing risks. The CIF
provides the correct estimate for the cause-specific cumulative probability (Gooley
et al. 1999).

6.1.2 Subdistribution Hazard Function

The hazard function of a subdistribution (or subhazard function; Gray 1988) is defined
by

' Prit<T <t+A,e=k|T >t T <tN k
() = lim rir=T <t+4.c 'A orT<tNe# b} ¢

This is the instantaneous event rate at time ¢ from cause k, given that an individual
has not previously died from cause k. Since the risk set in this definition of the
hazard function always includes those who have died from other causes before time
t, the subhazard function is different from the cause-specific hazard in (6.1) in both
definition and interpretation. Note that A} (f) can be directly expressed using the CIF
Fr(t):

Ji(®)
1 — F(2)

dlog{l — Fi(1)}
B dt '

@) =

(6.5)

6.1.3 Relationship Between Two Hazard Functions

The relationship between the cause-specific hazard function and the subhazard func-
tion is
1 — F (1)

k(1) = [ S0

] Ae(0)
since fy(t) = SE—) (@) = A ({1 — Fr(t)} by (6.2) and (6.5). This implies that
when there are no competing events the two hazards become identical, but the cause-

specific hazard is always larger than the subhazard under competing risks because
S(t—) <1 — Fi(t) Jeong 2014).
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6.1.4 Regression Models Based on Two Hazard Functions

Two broad classes of regression models for analyzing the competing risks data have
been developed based on the Cox PH model;

(a) Modeling the cause-specific hazard of each event type separately and
(b) Modeling the subhazard (i.e., the hazard function of a subdistribution) for a
particular event of interest.

The cause-specific hazard regression model associates the covariates (e.g., con-
founding factors) with the cause-specific hazard function, whereas the subhazard
regression model directly associates the covariates with the cumulative probability
of cause-specific events through the subdistribution hazard. In other words, to adjust
for the covariates x, we can use either (a) the cause-specific Cox PH model (Prentice
et al. 1978),

A (t; x) = Aot (1) exp(x” By),

: (6.6)
Ak (5 x) = Aok (1) exp(x” Bk),
where Ao (+) is an arbitrary baseline hazard for cause k = 1, ..., K, or (b) the sub-
hazard regression model (Fine and Gray 1999), for a specifick € {1, ..., K}
Xp (13 %) = Ay (1) exp(x Bo), (6.7)

where \j, (-) is an arbitrary baseline subhazard for the cause k of interest.

The effect of a covariate on the cause-specific hazard function could be very
different from the effect of the covariate on the corresponding subhazard function.
Thus, the covariate effects 3, for cause k in both models can be different although
we use the same notation. Since the subhazard model considers only one event type
of interest, the subscript k will be suppressed. Under the cause-specific Cox model,
the usual partial likelihood can be applied after the competing events are treated as
censored at the time of occurrence, while under the subdistribution hazard regression,
in principle, the competing events are replaced by the infinity (Gray 1988) but always
contributed to the risk set.

The cause-specific hazard regression model (6.6) can be directly fitted via the
R packages by treating competing events as censoring; the coxph () function in
survival package or the frailtyHL () function in frailtyHL package.
The subhazard regression model (6.7) can be fitted via the crr () function in
cmprsk package. The two models can also be fitted via the CSC () and FGR ()
in riskRegression package, respectively.

Recently, these two modeling approaches have been extended for clustered com-
peting risks data by using the frailties. Below we present those two extended models,
i.e., cause-specific hazard frailty models and subhazard frailty models.
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6.2 Cause-Specific Hazard Frailty Models

Suppose that there are i = 1, ..., g clusters where each cluster has j = 1,...,n;
observations, so that the total sample size is n = > +_, n;. For a subject j in cluster
i, let T;; be time to the first event and let ¢;; € {1, 2, ..., K} be the corresponding

cause of the event. Let C;; denote independent censoring time. Denote by U; the
frailty for cluster i. Assumptions 3 and 4 for the frailty models are extended to the
competing-risks frailty models.

Assumption 5:

Given U; = u;, Cj; is conditionally independent of (7};, ¢;;) for j =1, ..., n;.
Assumption 6:

Given U; = u;, {Ci;, j =1, ..., n;} are conditionally noninformative of (7;;,
G[j).

6.2.1 Models

In the competing risks frailty models, the event times within a cluster may be corre-
lated. Under the Assumptions 5 and 6, we show how the h-likelihood procedures for
the frailty models are extended to the competing-risks frailty models.

6.2.1.1 Univariate Frailty Models

The cause-specific hazard function conditional on the shared log-frailty v; for the
Jjth observation in the subject i who failed from cause k (k =1, ..., K) is

Aiji(£1vr) = Aok () exp(x]; Bk + vi), (6.8)

where v; is an unobserved random variable from a univariate distribution with para-
meter 6, Ao (¢) is the unspecified baseline hazard function for event type k and
B = (Br1s Brzs - - ﬂk,,)T is a p x 1 vector of regression parameters for event type
k, and x;; = (xjj1, ..., x,j,,)T is a p x 1 vector of fixed covariates corresponding
to B. Let 8= (B, 81, ..., B85)T be a Kp x 1 vector of all the regression coef-
ficients for all event types. Similarly, let A\g = (Mo1(-), Ao2(), ..., Aok ()7 denote
the collection of all baseline hazard functions. If there is only one event type K = 1,
then the cause-specific univariate frailty model (6.8) simply reduces to the standard
univariate frailty model in the previous chapters.



6.2 Cause-Specific Hazard Frailty Models 131
6.2.1.2 Correlated (Multi-component or Multivariate) Frailty Models

The cause-specific univariate frailty model (6.8) has drawbacks. First, the model
assumes that the common frailty v; affects every event types within a cluster, even
though there could be instances where, on average, subjects who experience one event
type would be more frail than ones who experience another event type. Second, the
model only allows a positive association within a cluster. If the true value of the
log-frailty was greater than zero, then everyone in the cluster would experience an
event early regardless of its event type. In practice, however, there may be cases
where there is a negative association within a cluster, i.e., reducing the risk of dying
from cancer could increase the risk of dying from cardiac disease.

To overcome these limitations, we can consider multivariate frailties for the com-
peting risks events. Consider, the competing risks models with multivariate frailties
vi = (Vi1, Vi, - - -, Vik)T s

Xijk (t1vi) = Aox (1) exp(x]; Bk + vir), (6.9)

where v, (k =1, ..., K) is the random effect for Type k event in cluster i. With
this model, each cluster will have K random effects, one for each event type. When
K = 2, the model (6.9) can account for a correlation between failure and informative
censoring, where failure is an event type of main interest (Type 1) and informative
censoring can be considered as the competing events (Type 2). Specifically, event
times from cause 1 would follow a cause-specific PH model

Aij (i) = Xor (1) exp(x); Bi + vin),
and event times from cause 2 would follow similarly a model
Aija(tvin) = A2 (t) exp(x,iﬂz + V).

Here v;; and v;» might be positively or negatively correlated. In the traditional cause-
specific analysis, patients who failed from cause 2 are treated as censored for the
analysis of Type 1 events, which ignores a potential correlation between v;; and v;,.

Remark 6.1 Suppose that there are two types of competing events, Type 1 and Type
2. It is well known that if only the first event (i.e., the event occurring first when
Type 1 and Type 2 are competing) is observed, the joint distribution of times to
those two types of events can be non-identifiable (Tsiatis 1975). In particular, for
any joint distribution with arbitrary dependence between the two event times, there
exists a different joint distribution with independent event times, which gives the
same cause-specific hazards, leading to the same likelihoods. Thus, in the competing
risks frailty models the joint distribution may not be identifiable if we observe only
the first event time. Thus, the unobserved latent event times could not be predicted
because it depends upon unidentifiable joint distribution.
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Abbring and van den Berg (2003) have shown that the cause-specific hazard frailty
models are identifiable under the following two assumptions about covariates and
frailties: (i) variation of the observed regressors: {exp(x£ 0Gx), k = 1,2} contains a
nonempty open set in R? and (ii) expectations of frailties: exp(v;;) and exp(v;») are
all finite. Accordingly, with the above competing risks PH frailty models, the joint

distribution can be identifiable. [

For the cause-specific frailty models with bivariate frailties above, we may con-
sider a “shared bivariate” frailty model,

v;1 = v; and vy = Yy,

where v is areal-valued association parameter with a reference scale O that describes a
dependency between Types 1 and 2 events; in this model, var(v;;) = y*var(v;;) and
corr(v;1, vj2) = 1. If v > 0 [y < 0], both event rates are positively [negatively]
correlated; a cluster with higher frailty in Type 1 event will experience an earlier
[delayed] Type 2 event, respectively. When v = 0, Type 2 event rate \;j»(¢|v;) does
not depend on v; and is noninformative for the Type 1 event rate A;;; (¢|v;), so that
the two rates are not associated (Liu et al. 2004; Rondeau et al. 2007).

The shared bivariate frailty model can be extended to the shared K -variate frailty
model with

Vi1 = Vi, Vi2 = 72V, ..., Vik = YKV,
which has K frailty parameters o« = var(v;1), 72, - - - Yk -
A natural choice for the distribution of (v;1, vi2, ..., v;x) is the multivariate nor-

mal distribution with mean 0 and K x K variance-covariance matrix X, character-
ized by X. An advantage of using the multivariate normal distribution is that the
correlation is a natural measure of associations under normality. For ¥, we may
consider independent (%), shared (Xs), exchangeable (X ) and unstructured ().
For example, when K = 3,

o; 0 O
2
E] = 03 0 s
0 0 o}
2 2 2
o N0 Y30
2 2.2 2
Ys=| m2o” moT myot |,
2 2 2 2
Y307 2730 Y30
2
g1 po102  PO103
2
Xg = | poio2 03 po203 |,

2
po103  pPo203 03
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and 5
0] P120102  P130103
2
Yy = | proio o5 0230203 |,
2
pP130103 0230203 03
respectively.

InX¥;, X5, Xgand Xy, weneed K, K, K + 1,and K (K + 1)/2 frailty parameters,
respectively. Thus, the K -variate shared frailty model is as parsimonious as the K-
independent frailty model, while the number of the frailty parameters X in the
unstructured frailty model increases rapidly with K. The exchangeable frailty model
Y is parsimonious, but it assumes the common correlation, while the shared frailty
model Xg allows the correlation to change signs within a cluster.

Due to potential associations among the frailties, it is not recommended to model
each event type separately as is normally done in the cause-specific analysis. Instead,
the fixed and random effects for all event types need to be estimated jointly.

6.2.2 H-Likelihood Under the Cause-Specific Hazard Frailty
Model

In this section, we present the h-likelihood-based inference under the cause-specific
multivariate frailty model (6.9). For the jth observation in the ith cluster, let T; %, k =
1,..., K, denote time to Type k event. Define time to the first event T;; as

T;j = min(Ti;1, Tijo, . . ., Tijk).
Then, the observed event time and the event indicator are, respectively, defined by
Yi; = min(7};, Cij) and &;6 = 1 (Yi; = Tije),
where d;jx = 1 if Type k event occurs first (i.e., Y;; = T;jx) and O otherwise. Note
that ¢;j« is often referred to as a cause-specific event indicator and that it can also be
expressed as

Under Assumptions 5 and 6, the conditional likelihood for cluster i under cause-
specific frailty models (6.9) is defined by

K n;
- T ) i T3 4.
LiB. Molvi) = [T {ox e e} exp {— Ao e}
k=1 j=1

To unify derivation of the h-likelihood procedures, we use v;; = zl.Tj Vg, giving the
linear predictor 7);;,
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T T
Nij = x,‘jﬂk + ZijVks

where z;; = (2ij1, Zij2, - - - » z[jq)T isaq x 1 cluster indicator vector such that z;;, =
1ifi = m and 0 otherwise, and vy = (vig, Vo, .. ., vqk)T is a g —dimensional vector
of the random effects from all clusters but only for event k.

We now show how to construct the h-likelihood function under a competing risks
setting where, for simplicity, two types of events (k = 1 or 2) exist. The results can be
easily generalized to K event types. From the h-likelihood construction of Appendix
4.7.1, the h-likelihood for cluster i under the cause-specific hazards frailty model
(6.9) is given by

hi =1og {L; (B, Aox|vik) L2i (8; v;)} = log [HHLlijk(ﬁk, Aok Vij» Oijklvik) Lo (03 vi) ¢,
ko j

where Li;jx(Bk, Aok; Yij, Oijk|vik) is the conditional likelihood of (yi;, 6;jx) given
Vix = vix with parameters (8¢, Aox) and Lo; (6; v;) is the likelihood of v; = (v;1, vj2)T
with parameter 0. Here, L ;j; takes the form of

. Oijk .
Lyiji (Br, Aoks Yij» Oijlvie) = [/\Ok(yij)ex’wkﬂ‘r’uk] " exp (_AOk (}’ij)ex'wkﬂ"»r"vk) .

Assuming that V; = (V;1, Vi»)T follows a bivariate normal distribution with mean 0
and covariance matrix X, its joint probability density is given by

1
fii; 0) = 25|71 exp (‘Evfﬁ“vf) '

Letv = (vir, V21, -« -, Ugls V12, V22, - - - s qu)T be a 2¢g-dimensional vector of all ran-
dom effects, for all clusters and event times. Notice that the random effects are
arranged by event type so that all of the random effects for the same event type are
adjacent. Event times within a cluster are conditionally independent given the frailty
V; = v; and the frailties V; are iid random variables. Thus, the h-likelihood for the
cause-specific hazard frailty models (6.9) becomes

h(B, Ao, v, 0) = Zhi = Zflijk(ﬁlm Aoks Yij» OijilVik) + Zﬁzi(e; v;) (6.10)

ijk i
where £1;j(-) = log L1;jx () and £3;(-) = log L;(-), and

C1ijiBis Mok yij» Oijiclvie) = 0ijic (log Aox (Vi) + x;ﬁk + ZiTjUk)
— Aok (yij) €xp (x,ﬁﬁk + Z[Tj k)
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and | |
05 (0; v) = -5 log [27%| — Evfzflvi.

6.2.3 Partial H-Likelihood via Profiling

To eliminate the high-dimensional baseline hazard function Ao (y;;) in (6.10), again
we apply the profiling method to the h-likelihood as in Chap.4. First, define the
cumulative baseline hazard function for event type k as a step function with jumps
at observed event times

A= D Aowrs

7 Yy =t

where yk1) < Yx2) < -+ < Y«np,) denote the Dy ordered unique event times of type
k and Aoxr = Aok (Ykr))- Let dy be the number of events of Type k that occur at
time Vkr)»

Dy = {ij : 6ijx = 1 and yij = yr)}

be a set of all individuals who have a Type k event at time y,),

T T T T
Sxr) = Z xij and sy = Z Zij

ij€Dr ij€Dun
be the sums of the vectors x;; and z/; over D), and
Rary = 1{ij 2 yij = Yan)}

be the risk set at time y(,. By using these notations, the h-likelihood (6.10) can be
written as

2 [ b
h = Zd(kr) log Aokr +SxT(k,.)5k +SZT(k,) Uk — Aokr ZeXP (x;ﬁk + ZiTj k)
k=1 | =1 ij€Run
q
+ > 0 (0: v7), (6.11)
i—1

since Agg- only depends on the subscript k and r when the likelihood function is
evaluated at the rth event time of type k. By replacing Ay, in (6.11) with the non-
parametric MHLE, obtained from 0h/0\y, = 0,

5 dkr)
Okr = T T ’
2oije Ry, PO B + 23500
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the profile h-likelihood h* = A, _5 is given as a function of 3, v, and 6 only:

2 Dy
h*(B,v,0) = z |:Zd(kr) log )\Okr-i-SxT(k,)ﬂH-SzT(k,)vk — Aokr ZGXP (x,ﬁﬂk + Z[Tj Uk):|

k=1 | r=1 ij€Rr)

q
+ Zﬁzi @; vi).
i=1

Then, #* in the cause-specific frailty model becomes again proportional to the partial
h-likelihood 4, given by

hp(B,v,0) = Z i jk (xgﬁk + Z,-ijk) — Zd(kr) log Z exp (xgﬂk + z[ijk)
kr

ijk ij€Rkr)

q
+ > 6i(0; vy), (6.12)
i=1

since

h* = hp+ > dur{log(dan) — 1}
kr

and the last term does not depend upon the unknowns (v, (3, 9).

6.2.4 Fitting Procedure

Derivations of the gradient vector of 7 = (3, v) given 6 and the observed informa-
tion matrix from the partial h-likelihood #,, and those related to 6 are provided in
Appendix 6.7. In particular, below we derive the ILS equations and useful matrix
forms for estimating (v, 3, 0).

e Matrix forms for estimating 3, (k = 1, 2) and v:

oh,, T
e _ xT s, —
5, Ok — 1),
Oh, (ZT(6) — ) -
o (ZT(52 - p2) =@l

Here, Z is an x g cluster indicator matrix whose i jth row is zl.Tj, drisann x 1 Type

k event indicator vector with i jth element 6; ¢, (i = [\()k exp(nx) and ® denotes the
Kronecker product.
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(X 0 (Z 0 « (WS 0
LetX_(0 X)’ Z_(0 Z) and W_(O Wz*)

Here W) = —0%h,/OniOnf with i = X3 + Zvi. Then, the ILS equations for
(B, v) with 3 = (ﬂlT, ﬁzT)T are the same forms as in (4.12) with R = 0 due to the
normality of the frailties, given by

X"W*X  XTW*Z B\ (X w* 6.13)
Z’WX Z'WZ+ 0 )\v ) " \z'w* )" :

where Q = —9%4,/0v? = £ ® I, is a Kq x Kq matrix and w* = (w7, w3T)T
with w} = W + (6 — ). The derivation of (6.13) is given in Appendix 6.7.1,
including a simple univariate frailty case.

Let
X Z W5 0
P:(O [k*)and V=(0 Q)’

where k* = K x g = 2q. Then the ILS Eq. (6.13) reduce to a simple matrix form
PTVP)? =PTy;, (6.14)

where yg = (w*7,00)". O

e Matrix forms for estimating 0 = (01, 022, 012)7:
The next step is to find the partial REMLE of frailty parameters # by maximizing
the partial restricted likelihood,

1
() = [h — 2 log(det(H, /2 )}” A . (6.15)
I ] P Y

where
H, = H(hy; 8,v) = —0°h,/9(3, v)* = PTVP

isaK(p+ q) x K(p + q) observed information matrix from the partial h-likelihood
hp.
The partially restricted likelihood (6.15) can be rewritten as

K(p+q) o
— log

~ 1 A
p;’i,v(hp) = hp - 5 log{det(Hp)} + (2m),

where h, =h,(3(0), 5(F),0) and H, = H,(3(F),(),0) are the partial
h-likelihood and observed information matrix evaluated at the current estimates of

( and v, respectively. Derivations of the gradient vector of ¢ and the correspond-
ing observed information matrix are also provided in Appendix 6.7.2. In particular,
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for the univariate cause-specific model (6.8) with the log-normal frailty, the partial
REMLE of ¢ = var(v;) has the same form as the standard univariate lognormal
frailty model in (4.15).

6.3 Subdistribution Hazard Frailty Models

6.3.1 Models

In this section, we are interested in modeling the subhazard based on the CIF. Here,
the observable random variables are expressed as

Yi; = min(T;;, Cj;) and &5 = I (T;; < Cij)eij,

where C;; is an independent censoring and §;; € {0, 1,2, ..., K} because ¢;; €
{1,2, ..., K}. For simplicity, consider the two event types (k = 1, 2). Then, &;; €
{0, 1,2}, where 1 is for an event of interest, 2 for a competing event and O for
censoring.

The CIF for events from cause 1 (i.e., ¢;; = 1) is defined by

Fi(t) = Pr(T;; <t ¢ =1), (6.16)

which represents the probability that an individual will experience a Type 1 event by
time ¢. The corresponding hazard function of the subdistribution (subhazard function)
is defined by

dlog(l — Fi(1))

Aj(t) = — T

Fine and Gray (1999) first introduced this model to directly associate the effects of
covariates with the CIF through the subhazard for a particular event type of interest
(e.g., Type 1). Katsahian et al. (2006) and Christian (2011) have extended the Fine-
Gray model to a subhazard frailty model with one random component to analyze
multi-center competing risks data. Ha et al. (2016a) made a further extension to
the general subhazard frailty model allowing the multicomponent random effects
and their correlation. For example, in multicenter clinical trials, we may have a
two-component model allowing random center and random treatment effects, where
the random treatment effect means a random treatment-by-center interaction. In
particular, a model allowing for the correlation between random center and random
treatment effects can properly account for the heterogeneities from the treatment
effects across centers as well as between-center variation.

Similar to Sect.5.1.2, denote by v; = (vio, Vi1, - - -, vi,m_l)T an m-dimensional
vector of the unobserved log-frailties associated with the ith (i =1, ..., g) center.
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Suppose that Assumptions 5 and 6 hold and we are interested in assessing the effects
of covariates on the conditional CIF for cause 1 given the log-frailties v;, defined by

Fi(t|v;) = Pr(T;; <t,¢; = 1|v).
The conditional subhazard function for cause 1 given v; is modeled as
A1 (Elvi) = Ao (1) exp (i), (6.17)
where Aj, (-) is an unknown baseline subhazard function,

T T
Nij = xl‘jﬁ + Z,‘jvi

is a linear predictor for the log-hazard, and x;; = (xjj1,...,%; jp)T and
Zij = (Zijts -+ s zij,,,)T are p x 1 and m x 1 covariate vectors corresponding to the
fixed effects 8= (B, ..., 3,)", and log-frailties v;, respectively. We assume that

the log-frailties v; are independent and follow a multivariate normal distribution,
ie., v; ~ N, (0, Z;(#)), where the covariance matrix ¥;(#) depends on a vector of
unknown parameters 6. Model (6.17) may include any frailty covariance structures
mentioned in Sect.6.2.1.

6.3.2 H-Likelihood Under the Subhazard Frailty Model

In this section, we first show how to construct the h-likelihood for the semiparametric
subhazard frailty model (6.17).

6.3.2.1 Complete Data Case

For simplicity, we first outline the h-likelihood approach for competing risks data
without censoring, i.e., when &;; = €;; € {1,2, ..., K}. Without the loss of general-
ity, we assume K = 2. Let ¢y denotes the rth (r = 1, ..., D) smallest distinct event
time of Type 1 among #;;’s, where #;; is the observed value of 7;; and D is the total
number of distinct Type 1 events. Let Ry denote a risk set at #(,:

Roiy = R(t)) = {(, J) 1 t;j =ty or (t;; <ty and €;; # D}

In contrast to the Cox PH model, the risk set Ry includes not only individuals
who have not failed by ¢,y but also those who have previously failed from the com-
peting causes. Since the functional form of the baseline subhazard function A§, (7)
is unknown, at each ¢;;, the baseline cumulative subhazard function Ay, (¢) can be
written as
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Ay (1) = D~ X5, G, J) € Rop},

where A}, = Ay, (f(») is the subhazard function for Type 1 events at #(. Then,
under Assumptions 5 and 6, the h-likelihood for the subhazard frailty models (6.17)
is defined by

h=h(B.v, Ny, 0) =D Luj+ > L. (6.18)
ij i

where
E Liij = E I(e;; = D{log Ay, (t:) + mij} — E {Ag; (t:;) exp(nij)}
ij i ij

= > dog log Ny, + D _ I =

i

—Z[Z Ao, 1, )) € RO(r)}eXP(Ui_i):|

ij r

is the sum of the logarithm of the conditional density function for 7;; and ¢;; given
Vi, L1ij = L1 (B, N\yps tij» €ijlvi), and

1 1
b = bi(6; v;) = — 7 [log det{27%; (O)}] — v/ Zi (6) v

is the logarithm of the density function for v; with parameters 6 = (o2, o7, 001)7,
i.e., the log-likelihood for v;. Here, v = (v7, ..., vqT)T, v; being a bivariate random
vector because K =2, A5, = (A, ..., Ay p)7, and do is the number of Type 1
events at 7.

e Partial h-likelihood via profiling: To eliminate the high-dimensional nuisance
parameters Ay,;, we use again the profile h-likelihood /%, given by

h* = hly 5, = D+ D (6.19)
ij i
where - doo
o1 (B, v) = S et exp(i))
are the solutions of the estimating equations, 0k /0Ny, = 0,forr =1, ..., D. Since

>t = ZZIUU{N:X‘), = > dog) log Ay, + > e = Dnij — > doe,
ij ij r ij r
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we see that the conditional profile likelihood >, £1;; is proportional to the condi-
tional partial likelihood £ ,:

D=1ty + D doflogdogy — 1},
ij r

where

L, = ZHW = Dny; — ZdO(r) log[ Z eXP(ﬁij)]a

ij (i, /)€ R

which is the log conditional partial likelihood given v; for complete data. Thus, the
profile h-likelihood in (6.19) becomes again the partial h-likelihood

h, =Zp+zzzi,

which is an extension of the Fine-Gray’s partial likelihood to the subhazard frailty
models without censoring.

6.3.2.2 Incomplete Data Case

Consider an incomplete data case with right censoring, where §;; € {0, 1, 2}. Let R
be the risk set at y, which is the rth smallest distinct event time of Type 1 event
among the observed values y;;’s, defined by

Ry = R(yey) ={G, j) : yij = yo or (vij < ¥ and §;; > 1)}

To define the h-likelihood for the incomplete data, we apply the inverse probability
of censoring weighting (IPCW; Fine and Gray 1999) to the h-likelihood (6.18). The
resulting weight is

G (i)

Wij = Wij\¥or) = =
! 1) G(yij N Yir))

for a subject j in the cluster i at y(, and G () is the Kaplan-Meier estimate of
the survival function for the censoring times. Here, w;; = 1 as long as individuals
have not failed by time y. (i.e., yi; > y¢; the first condition of R()), whereas
w;; < 1 and decreasing over time y if they failed from Type 2 event before y,
(i.e.,yij < y¢)and &; > 1; the second condition of R,) because the further the time
point (y(-)) moves away from Type 2 event (y;;), the smaller the weight becomes
(Pintilie 2006). We first define the weighted h-likelihood #,, based on the IPCW as

hy = Zgwlij + zﬁzi, (6.20)
ij i
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where
Zéwlzj = Zd(’) log \j;, + Z 8
ij ; 5
- ZI:Z )\Ev]lrl{(lv ]) € Ro(r)}w,»j exp(nu)i|

ij r
Here, 4;; = I(&§; = 1) is an event indicator representing whether subject j from
cluster i experiences a Type 1 event, and d, is the number of Type 1 events at y,.

e Weighted partial h-likelihood via profiling: The weighted profile h-likelihood
h? is defined by

Ry = huwly 5w (6.21)
where . do)
Aot (B, v) = S ek Wi exp(n;;)
are the solutions of the estimating equations, Oh,, /0Ny, = 0,forr =1,..., D.

Similarly to the previous section, it can shown that A} is proportional to the
weighted partial h-likelihood £ ,,,, given by

Wy = hpw + Y di{logdy) — 1}. (6.22)

Here
hpw = pr + ZEZis

where £y, = 2 8ijmij — 22, dr) log[z i j)eRy, Wi exp(n,-j)] is the conditional
partial likelihood.

In the absence of frailty, 4 ,, becomes the weighted partial likelihood of Fine and
Gray (1999). Hereafter, we use the estimation procedure based on %, for model
(6.17), which handles the general censoring case.

o Fitting procedure

The h-likelihood procedures for the correlated standard frailty model presented in
Sect.5.1.2 can be straightforwardly extended to the subhazard model (6.17) by using
the weighted partial h-likelihood 4 ,,. That is, given the frailty parameters 0, the
weighted MHLEs of 7 = (87, vT)T are obtained by solving the score equations,
Oh /01 = 0.1t is shown that given 0, the score equations lead to the ILS equations
for 7 (Appendix 6.7.3):
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XTwrx XTw*z B\ (X"w* 6.23)
zZtwx z™w*z+0)\v)  \zTw* )’ :

where X and Z aren x pandn x g* (¢* = K g) model matrices for the fixed effects

[ and the random effects v whose ijth row vectors are xlg and ziTj, respectively, the

form of W* with the IPCW weight w;; is the symmetric weight matrix given in

(4.35) of Appendix 4.7.4, and Q = —9%¢,/0v* = diag(Z; !, ..., Eq_l) isag* x g*

matrix. Here

w* =W+ (0 —p
withn =X + Zvand u = exp(log w 4 log Aj; 4+ 1) where w is the IPCW weights.

In the absence of frailty, the ILS equations in (6.23) reduces to the Fine and Gray
(1999) estimating equation:

XTWX)3 = X"w".
Note that the ILS Eq. (6.23) further reduce to a simple form

(PTVP)? = P'y;,

(X z (W 0 x — (wT 07T
P_(O Iq*)’ V_(O Q) and y; = (w*',0")".

For estimation of ¢, we use the weighted partial restricted h-likelihood p; (%),
given by

where

, (6.24)

T=T

1
pr(hpw) = |:hpw ) logdet[pr/(ZW)H

where 7 = 7(0) = (BT (0),77 ()" and Hpy = H(hpy; 7) = —0%hp,, /OT? is an
information matrix for 7. The weighted PREMLEs for 6 are obtained by solving
iteratively

O () _

20 0. (6.25)

Note here that

—1 7
Oprltpu) _ _Lr(z—la—z)_lﬁf(az )a_ 1tr(ﬁ—1 8H”“’),

00 2 00) 2 00

where ¥ = BD(Zy, ..., ¥;) isag* x ¢* block diagonal matrix and ﬁpwﬁpw(H) =
H(hpw; T)lr:?(&)-
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e The estimated standard errors
In this book, the SE estimates for 7 — 7 and 0 are, respectively, obtained from the
inverses of the corresponding Hessian matrices,

Phpw i)

Hpw=="35 002

In particular, Fine and Gray (1999) proposed a robust/sandwich variance estimator
to estimate var(() using empirical process theory because the martingale properties
break due to the use of IPCW and thus the standard asymptotic theories are no longer
valid. In the subhazard frailty model with one frailty term, Katsahian and Boudreau
(2011) presented a sandwich variance estimator of 3 using Gray’s (1992) method,
estimated from
vary(7) = H, HiH .

where 7 = (87, v1)T, Hy = H(1pw; T) = —0*€1y/O7? and £, is the first term
of i1,y Thus,

var(f) = H,) > H  H{H, . (6.26)
since Hy,, > H;. Ha et al. (2016a) showed via a simulation study that the SEs of B
from var(7) = H p’u} in (6.26) perform better than those from var,(7) = H [ju} H H ,:wl
because the sandwich variance estimators often underestimate the true variances in
the finite samples: see also Therneau et al. (2003).

6.4 Examples

In this section, we illustrate the h-likelihood approach for the competing risks frailty
models with a breast cancer dataset, introduced in Sect. 1.2.6. First, we use the cause-
specific hazard frailty to estimate the effect of tamoxifen on different types of failures
when subjects can experience multiple events under competing risks. Second, the
effect of tamoxifen on local or regional recurrence will be assessed adjusting for the
possible center effects using the subhazard frailty model.

6.4.1 Cause-Specific Frailty Model for Breast Cancer Data

6.4.1.1 The Data

This analysis will use a high risk subset of patients from the B-14 study, with tumor
size greater than 2.5 cm. In this subset, there were 731 women with follow-up (371
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Table 6.1 Event type by treatment group for all observations including multiple observations from
the same subject (n = 731 patients): breast cancer data

Types of Event Placebo Tamoxifen Total
Type 1: Local or regional recurrence 73 40 113
(13.45%)
Type 2: Second primary in contralateral breast | 32 32 64
(7.62%)
Type 3: Distance recurrence, other second 204 184 388
primary or death (46.19%)
No event (Censoring) 127 148 275
(32.74%)

placebo and 360 tamoxifen) who were eligible for the study. The median age for
women on either placebo or treatment was S5 years. A series of multiple types of
treatment failure were possible; local, regional, or distant recurrence of original can-
cer as well as a new second primary cancer or death because patients were followed
as long as they did not withdraw their consents.

In this analysis, the types of failures will be divided into three event types:

Type 1: a local or regional recurrence,
Type 2: a new second primary cancer in the contralateral breast,
Type 3: a distant recurrence, other new second primary cancer or death.

We assume that these three types of events compete against each other because
once a recurrence or second primary occurs, non-protocol therapies are often admin-
istered after the event, which would prohibit an accurate assessment of the effect of
the treatment solely on that particular event type under consideration.

Table 6.1 gives the number of events by treatment group for all observations,
including multiple observations from the same subject. The most common event
type was Type 3. Subjects receiving placebo had more events in all types, except
that both groups had exactly the same number of Type 2 events. The original B-14
manuscript reported that there was a significant reduction in new primary cancers
in the contralateral breast as the first events for women receiving tamoxifen in the
B-14 study. Based on the counts of Type 2 events in Table 6.1, it is clear that this
analysis will not reach the same conclusion because it allows multiple events per
patient. This difference is also due to the fact that this analysis used only a subset
of the original data and would have much less power to detect a difference between
treatment groups. About 57% of the 95 subjects who had multiple events experienced
both Type 1 and Type 3 events and about 20% had Type 2 and Type 3 events.

6.4.1.2 Analyses from Cause-Specific Hazard Models

A cause-specific hazard frailty model with age and treatment as covariates was fitted
assuming both univariate and exchangeable correlation structures among the random
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effects affecting different types of events. Here, the treatment is coded as 1 for
tamoxifen and O for placebo. The regression coefficients and estimated variance of
the random effects assuming a univariate normal distribution with only one random
effect per subject are in the upper left-hand corner of Table6.2. Adjusted for age,
the relative risk of a Type 1 event for an individual on tamoxifen compared to the
same individual being on placebo is exp(—0.742) = 0.48 with a 95% confidence
interval of exp(—0.742 £ 1.96 x 0.226) = (0.31, 0.74). The estimated variance of
the random effects is 1.883, suggesting a fairly heterogeneous group of subjects.
Ignoring the correlation among event types, fitting the standard frailty model for
each event type by treating other events as independent censoring (Gorfine and Hsu
2011) results in smaller estimates of the treatment effect; fitting this naive model
is equivalent to fitting a cause-specific hazard frailty model with an independent
assumption among three random effects per subject (one random effect per event
type; the upper right-hand corner of Table 6.2).

In Table 6.2, Exchangeable D Indep, and Exchangeable D Shared D Univariate.
Between Exchangeable and Indep models, the difference of the partial restricted
likelihood based on —2p, (h ) is 30.7 (> 3.84), so that the null hypothesis of p =0
is rejected. Among three models of Univariate, Shared, and Exchangeable, the LRT
selects the univariate model as the final model. Here, the rAIC also confirms this
choice, even though the cAIC selects the shared model.

6.4.1.3 Predicted CIF and Frailty Effect

Figure 6.2 shows the predicted CIF curves of Type 1 event for a 55year old (the
median age) woman in each treatment group from the cause-specific univariate frailty
model. To be brief, for a given set of the covariates xy and a known frailty value vy,
the predicted CIF for Type k events can be predicted from

Fi(t]xo. vo) = Z S(vijlx0. v0) Ae (3 %0, v0).

Yij=t

whete S(yij|x07 vo) = exp{— D Ak()’ij |x0, v0)}, ]\k()’ij|x07 Vo) = [\Ok(yij) exp
I B + vo),

A Oijk

Ay = D .

T A ~
T Y k) <Vij Zije’Rk,. exp(xijﬁk + ;)

and hence R
dijk exp(xg i + vo)

ZijEer eXP(xicﬂk + 7;)

M (Yijlxo, vo) =

The incidence of Type 1 events increases faster for the placebo group compared
to the tamoxifen group. Ten years after surgery, an average women on tamoxifen
has a 7% chance of experiencing a local or regional recurrence while a women on
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placebo has a 13% chance. This probability increases for women at higher risks (75th
percentile of the estimated frailty distribution).

The estimated 25th and 75th percentiles of the frailties are —1.07 and 0.82, respec-
tively. In Fig. 6.3, the estimated cause-specific frailties are larger in general for sub-
jects who had an event early and decrease for later event times. Thus, those subjects
who had an event early are more frail than those who survived longer, as expected.
The estimated cause-specific random effects (i.e., log-frailties) for all subjects who
did not have an event is less than O (similarly as in Fig. 4.1), which may be reasonable
since there is no evidence from the observed data that these subjects should be at
higher risk than an average person.


http://dx.doi.org/10.1007/978-981-10-6557-6_4
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Additionally, the cause-specific hazard frailty model was fitted assuming a trivari-
ate normal distribution with one random effect per event type (three random effects
per subject) by using an exchangeable correlation structure. The estimated regression
coefficients along with their standard errors and confidence intervals as well as the
estimated variance components are given under the exchangeable case in Table 6.2.
The estimated treatment effects for each event type are smaller than the corresponding
estimates for the univariate case in Table 6.2, but the patterns were similar; patients
on tamoxifen had a significantly lower risk of a Type 1 event compared to patients
on placebo. Tamoxifen did not significantly lower the risk for other event types. The
estimated variance of the random effects for each event type are all similar ranging
from 0.706 to 0.789. There is also a strong positive correlation between the cause-
specific random effects, indicating that patients who experienced a local or regional
recurrence will also be at a greater risk for developing a second primary cancer in
the contralateral breast as well as any of Type 3 events. This is because patients who
have a larger frailty for Type 1 event would also tend to have a larger frailty for Type
2 and Type 3 events, and larger frailties would increase the risk of failure for an
individual or a cluster.

We also fitted the cause-specific “shared” frailty model with three types of events:

Aiji (t1v) = Aor (0) exp(x] 1 + o),
Aija(tvi) = Ao (t) eXp(xiSﬁz + "),
Aij3(tv) = Ao3(t) CXP(X,gﬁs +730;),

where the shared log-frailties v; ~ N (0, o i=1,..., q). The fitted results of the
model above are also given in Table 6.2, but they are similar to the results from the
cause-specific univariate frailty model with 4, = 3 = 1, since 4, and 45 are near 1.

In addition, we analyzed the data set after combining Types 2 and 3 events into
Type 2 event. Here, we considered four models with univariate, independent, shared
and BN frailties. The fitted results are all given in Table 6.3, which shows similar
estimates of the regression parameters. In Table 6.3, BN D Shared D Univariate, and

Table 6.3 Estimation results of cause-specific hazard frailty models: breast cancer data

Model| Event | Age(SE) Trt(SE) 52 52 612 —2pr(hp)
Univ | Type 1 | —0.016(0.010) | —0.741(0.226) | 62

Type 2 | 0.014(0.007) | —0.249(0.144) | 1.87 | — - 6954.7
Indep | Type 1 | —0.017(0.009) | —0.633(0.199) | 0.12 -

Type 2 | 0.014(0.005) | —0.123(0.094) | — 0.001 | - 6992.4
Shared| Type 1 | —0.016(0.010) | —0.738(0.223) | 42 A2

Type 2 | 0.013(0.007) |—0.259(0.149) | 1.74 | 1.10 | — 6952.9
BN | Typel | —0.016(0.010) | —0.734(0.223)

Type 2 | 0.013(0.007) | —0.246(0.143) | 1.69 | 1.79 | 1.74 | 6883.1

Univ, Univariate frailty model
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Table 6.4 First observed event types by two treatment arms (n = 2817 patients)

Types of Event Placebo Tamoxifen Total
Type 1: Local or regional 205 109 314
recurrence (11.15%)
Type 2: Distance recurrence, 671 632 1303
second primary, or death (46.25%)
No event (Censoring) 537 663 1200
(42.60%)

BN D Indep. Between the Indep and BN models, the LRT selects the BN model since
the difference is 69.8(> 3.84). Between the Shared and BN models, it also selects
the BN model. Thus, we chooses the BN model as the final model.

6.4.2 Subhazard Frailty Model for Breast Cancer Data

6.4.2.1 The Data

In the breast cancer data, a total of 2,817 eligible patients from 167 distinct centers
were followed up for about 20 years since randomization. The number of patients
per center varied from 1 to 241, with the mean of 16.9 and the median of 8. The
patients were randomized to one of two treatment arms, tamoxifen (1413 patients)
or placebo (1404 patients). The average age was 55 and the average tumor size was
about 2cm.

The aim of this analysis is to investigate the effect of treatment on local or regional
recurrence. Here we consider two event types:

Type 1: local or regional recurrence,
Type 2: a new primary cancer, distant recurrence or death.

Only the event that occurs first is of interest in this analysis, so that the repeated
event times are not considered. Table 6.4 shows the distribution of first observed event
types by two treatment arms; Type 1 is an event of interest (314 patients, 11.15%),
Type 2 is a competing event (1,303 patients, 46.25%), and the remaining patients are
censored at the last follow-up (1,200 patients, 42.60%).

Figure 6.4 presents the estimated CIFs for the two treatment arms. The tamoxifen
group has lower CIFs compared to placebo group for both Type 1 and Type 2 events.
For Type 1 events, the difference in the CIFs between two arms seems to be more
noticeable than for Type 2 events. In particular, the estimated probability that a patient
in tamoxifen group would experience Type 1 event within 10 years after surgery is
5%, while for a patient in the placebo group it is 10%.
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6.4.2.2 Analyses Using the Subhazard Models

As mentioned in Chap.5, in multicenter randomized clinical trials the treatment
effects or baseline risks may vary among centers. This situation can also be applied
to the current multicenter competing risks data. For data analysis, we consider three
covariates of interest: treatment (x;;; = 1 for tamoxifen and O for placebo), age
(xij2), and tumor size (x;;3) as continuous covariates. Let v;o and v;; be the random
center effects and the random treatment effects (i.e., random treatment-by-center
interaction), respectively. The event type of interest is Type 1, and three models
are considered, including the subhazards model without random effects and two
subhazard frailty models,

iij (tlv) = )\61 (3] CXP(nij),
where 7;; is the linear predictor:

M1 (F-G): n;; = Bixij1 + Baxijz + B3xij3;
M2 (Center): 1;; = vio + Bixij1 + Boxij2 + B3xij3, with vio ~ N(0, 03);
M3 (Corr): ;; = vio + (B1 + vi1)Xij1 + BaxXijo + B3xij3, with (vjo, v;1) ~ BN,

where “F-G”, “Center”, and “Corr” indicate Fine-Gray model without frailties, the
subhazard frailty model with a random center effect v;p and the subhazard cor-
related frailty model with v;y ~ N(0, 03), vii ~ N(0, o3) and p = Corr(vig, vi1),
respectively. Here M3 (0(2) >0, 0’% > 0, p # 0) is our full model and the others are
its sub-models by assuming the null components, i.e., M1 (v;o = 0, v;; = 0; 0(2) =
0,07 = 0) and M2 (v;; = 0; 65 > 0, o7 = 0). The estimation results are listed in
Table 6.5.


http://dx.doi.org/10.1007/978-981-10-6557-6_5
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Table 6.5 Results for fitting the three subhazard frailty models to Type 1 event of the breast cancer
data

Model | 3i1(SE) | (2(SE) | B3(SE) | G2(SE) | 63(SE) ?9]1 (SE) | —2p;(hpw)
P

Ml —0.667 —0.026 0.082 - - 4870.5
(F-G) (0.119) (0.005) (0.042)
M2 —0.672 —0.026 0.081 0.043 - - 4869.4
(Center) |(0.119) |(0.005) |(0.042) |(0.051)
M3 —0.658 —0.026 0.079 0.091 0.249 —0.108 4865.7
(Corr) (0.137) (0.005) (0.043) (0.026) (0.073) (0.037)

[—0.721]

01, Treatment effect; (5, Age effect; 33, Tumor-size effect

Note that M3 D M2 D MI. First, the null hypothesis Hj : 05 =0 (i.e., no
center effect) lies on the boundary of the parameter space. From Table6.5, we
obtain the difference of 1.1 in —2pg ,(h,,) between M1 and M2 (with p-value
= 0.5P(x3 > 1.1) = 0.147) based on the asymptotic statistic of X2, as shown in
Sect.4.3.2, indicating that the random center effect is not significant. Furthermore,
the difference between M2 and M3 is 3.7 (with p-value = 0.106) based on the asymp-
totic statistic of x7., (Verbeke and Molenberghs 2003), leading to acceptance of the
null hypothesis of o7 = 0; the p-value (Sect.4.3.2) of 0.106 is calculated as

p P{X%:2 > 3.7}

1 2 1 2
= 3P(d > 3D+ P0G > 37)
= 0.10582.

Thus, the LRTs support the simplest model M1. Later, we show how to confirm the
heterogeneity (i.e., M1).

In all three subhazard models, only two fixed effects (3;, j = 1, 2) are significant,
except [33. In particular, tamoxifen significantly reduces the risk of local or regional
recurrence (Type 1 event) as compared to patients who receive placebo. We also
observe that overall there is no substantial change in the fixed-effects estimates,
although the effect of the main treatment (3, ) slightly decreases due to the increased
standard error when both random components and their correlation are included. In
M2 and M3, the variance components (0(2) and 012) indicate the amount of variation
between centers in the baseline risk (i.e., center effect) and in the treatment effect,
respectively. Here, the estimate of o7 and its SE are relatively larger than those of o3,
which is also confirmed in Fig. 6.5. Furthermore, the correlated model M3 explains
the degree of dependency between the two random components (i.e., the random
center effect vy and the random treatment-by-center interaction v;). The estimate
of p gives a negative value (p = —0.721), indicating that the two predicted random
components (0 and ;) have a negative correlation. The negative correlation leads


http://dx.doi.org/10.1007/978-981-10-6557-6_4
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Fig. 6.5 Random effects of 167 centers in the breast cancer data (event of interest is Type 1) and
their 95% confidence intervals, under subhazard correlated frailty model (M3); a random center
effects (v;jp); b random treatment-by-center interaction (v;1); Centers are sorted in the increasing
order of number of patients

to a conclusion that treatment confers more benefit in centers with a higher baseline
risk. This is consistent with the findings by Rondeau et al. (2008) in the context of
meta-analysis and by Ha et al. (2011) in the context of of multicenter trials.

6.4.2.3 Investigating and Testing for Heterogeneity in Treatment Effects

We demonstrate how to investigate heterogeneity in treatment effects over centers
using the Wald confidence intervals presented in Chap. 4 for the frailties of the indi-
vidual centers: for more discussions about heterogeneity in treatment effects, see
Lee (2002). Note that the standard intervals using p, (% ,,,) in (6.24) can be null due
to zero estimation of the variance components, especially for small sample sizes or
small variance components. To avoid the null frailty variance estimator, we use an
adjusted likelihood (4.21), defined by

Padj = Pr(hpw) +logdet(X)),
which leads to positive frailty variance estimators. The individual (1 — «)-level h-

likelihood confidence intervals for the uni-dimensional components vy of the random
effects v are of the form


http://dx.doi.org/10.1007/978-981-10-6557-6_4
http://dx.doi.org/10.1007/978-981-10-6557-6_4
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Uk £ 22 - SE(Uk — vp),

where U maximizes the weighted partial h-likelihood % ., za/2 is the normal quan-
tile with probability of «/2 in the right tail, and SE(d; — vy) are obtained from
H(hpy, B )~ Figure 6.5 shows the estimated random effects and their 95% con-
fidence intervals for the 167 centers using the subhazard correlated model M3. Here,
centers are ordered by the number of patients accrued. Figure 6.5a, b give the confi-
dence intervals for the random center effect (v;o) and the random treatment-by-center
interaction (v; ), respectively. Overall, the lengths of the intervals are seen to decrease
as the number of patients per center increases.

Figure 6.5a indicates overall homogeneity in the baseline risk across 167 centers
and Fig. 6.5b shows that there is no substantial variation in the treatment effects across
centers although three centers (148, 164, and 165) among 167 centers noticeably
stand out. Note here that the centers (148, 165) and 164 provide the lowest and
the highest treatment-by-center interactions, respectively, but that the corresponding
three intervals include zero; this indicates that the homogeneity of treatment effects
also extends to these three centers. Thus, in this multicenter trial, there is little
variation in treatment effects across centers and the treatment is shown to be effective,
These results suggest that the treatment effect may be generalized to a broader patient
population.

6.5 Software and Examples Using R

6.5.1 A Simulated Data Set

For an illustration, we consider a simulated data set.
e Simulation scheme

A data set for the cause-specific hazard frailty model assuming a bivariate normal
distribution is generated using a technique similar to Beyersmann et al. (2009) and
Christian et al. (2016). Let there be two event types, Types 1 and 2, as well as
independent censoring. We considered a sample size,n = 100 with (g, n;) = (50, 3).
Data were generated with two covariates (x;;1, X;j2), where x;;; follows a standard
normal distribution and x;;, is a Bernoulli random variable with probability 0.5. The
random effects are from bivariate normal with

()= ((0)-(2 %))

Vi 0 021 03

where 0 = (011, 02, 012) = (1, 1, —0.5). The conditional cause-specific hazard
rates for each event type are,
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Aij1(tlxij, vir) = 2exp(0.6x;1 — 0.4x;2 + vi1),
)\,-jz(t|x,-j, viz) = 0.5 exp(—0.3xij1 + 0.7x,-j2 + vi).

That iS, 51 = (511, ﬂ]z) = (06, —04) and ﬂz = (ﬂz], ﬁzz) = (—0.3, 07) Censor-
ing times are generated from a Uniform(0, 1.3) distribution. Under this scenario,
with 25.2% censoring, the proportions of Type 1 and Type 2 events are 53.2% and
21.6%, respectively.

e Comparison of cause-specific hazards and subhazard models

For the model fitting, we consider the following two types of competing-risks frailty
models:

(1) Cause-specific hazard frailty models:

Aij1(tlvin) = Aot (1) exp(xij1 Bi1 + Xij2B12 + vi),
Aij2(t|vi2) = A2 (1) exp(x;j1 821 + Xij25822 + vi2),

For the random effects (v;1, v;») we consider the three cases with univariate
(Univ), shared and bivariate normal (BN):

(i) Univ: v;; = v; and vjp = v; with v; ~ N(0, o?),
(ii) Shared: v;; = v; and v;, = Yv; with v; ~ N(0, 02),
(i) BN: (vi1, vi2)T ~ BN(0%, 03, 012).

(2) Subhazard frailty models:
We consider the subhazard frailty model for Type 1 events,

Aiji(tlvi) = Ay (1) exp(xiji Bin + Xij2 B12 + i),
where v; ~ N (0, 0%), and consider the separate model for Type 2 events,
)\sz(ﬂvz‘) = A (1) exp(xij1 821 + xij2022 + vi),

where v; ~ N(0, 0?).

We note that for different types of events, the cause-specific frailty models are
jointly fitted via a common frailty or correlated frailties, whereas the subhazard frailty
models fit each event type separately.

Below are the R codes and outputs from fitting the two competing-risks frailty
models for a simulated dataset.

¢ R codes and outputs

> data(test, package="frailtyHL")
> head(test)

obs id time status x1 x2
1 1 1 0.17317534 1 -0.75313807 1
2 2 1 0.38924435 0 -0.10980574 1
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3 3 1 0.08503643 1 -0.01271682 1
4 4 1 0.15189636 1 -1.16308531 0
5 5 1 0.58214961 0 -0.26338994 1
6 6 2 0.02019265 2 1.58529452 1

HAFHAHHHHHHH#HH 1) Cause-specific Cox PH models #####H#HF#H##H#HHHH
> csl<-frailtyHL(Surv(time, status==1) "x1+x2+(1|id),varfixed=T,

+ varinit=0,data=test)

> cs2<-frailtyHL(Surv(time, status==2) "x1+x2+(1|id),varfixed=T,

+ varinit=0,data=test)

#csl<-coxph (Surv (time, status==1) "x1+x2,ties="breslow", data=test)
#cs2<-coxph (Surv (time, status==2) "x1+x2, ties="breslow", data=test)

HH#HHHH#H#H#HE 2) Cause-specific frailty models (Shared) ########H###
> data_conti<-test

> data_surv<-data_conti

> jml<-jointmodeling (Model="mean",RespDist="FM",Link="1log",

+ LinPred=Surv(time, status==1)"x1+x2+(1|id),RandDist="gaussian")

> jm2<-jointmodeling (Model="mean",RespDist="FM",Link="1og",

+ LinPred=Surv(time, status==2) “x1+x2+(1|id),RandDist="gaussian")

> res<-jmfit(jml,jm2,data_conti,data_surv,Maxiter=200)

[1] "iterations : "
[11 74
beta_h se_beh t_value p_value
0.5069570 1039914 4.874987 1.088155e-06 #Typel

0
-0.3800849 0.1976954 -1.922579 5.453299e-02 #Typel
-0.3003151 0.1788708 -1.678949 9.316193e-02 #Type2
1.3378959 0.3196841 4.185056 2.850961e-05 #Type2
alpha_h rho_h
[1,] 1.024705 -0.9487815

######## 3) Cause-specific frailty models (Univariate) ##########

> beta.init <-c(sapply(1l:2, function(k) coxph(Surv(time, status==k)

+ “x1+x2,data=test) $coef))

> theta.init = 0.05

> g = length(unique (test$id))

> v.init=rep(0,q) #v.init = rnorm(q,0,1)

> CSFM <-hlike.frailty(formula=CmpRsk (time, status) “xl+x2+cluster(id),
+ data=test, frailty.cov="none",inits=1ist (beta=beta.init,

+ theta=theta.init,v=v.init),order=1, MAX.ITER=500, TOL=1E-5)

> summary (CSFM)

Type Effect Estimate SE 2.5% 97.5%
1 1 x1 0.5228740 0.1056892 0.3157270 0.7300211
2 1 x2 -0.1456480 0.1925659 -0.5230703 0.2317742
3 2 x1 -0.1816378 0.1580546 -0.4914192 0.1281436
4 2 x2 0.8366907 0.3002129 0.2482843 1.4250972

Var.Comp Estimate
1 Sigma.1ll 0.3998222
Successfully Converged

#H#H#HHH#HHH#H 4) Cause-specific hazard frailty models (BN) ###########
theta.init <-matrix(c(1,0.5,0.5,1),nrow=2)

v.init<-matrix(0,q,2)

CSFM_BN <-hlike.frailty(formula=CmpRsk (time, status) "xl+x2+cluster (id),
data=test, frailty.cov="unstructured", inits=1list (beta=beta.init,
theta=theta.init,v=v.init), order=1, MAX.ITER=500, TOL=1E-5)

>
>
>
+
+
> CSFM_BN
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Type Effect Estimate SE 2.5% 97.5%
1 1 x1 0.5292916 0.1064490 0.3206553 0.737927872
2 1 x2 -0.3889682 0.2013525 -0.7836118 0.005675494
3 2 x1 -0.3253187 0.1941188 -0.7057844 0.055147114
4 2 x2 1.4377490 0.3416088 0.7682080 2.107290009

Var .Comp Estimate
Sigma.l1l 1.0122354
Sigma.21 -0.5947998
3 Sigma.22 1.3884678
Successfully Converged

N =

6 Competing Risks Frailty Models

#H#H#HHH#H#H#H#H 5) Subhazard without frailty (Fine-Gray) #H#####H#H##H#FH#H#HH#H

library (cmprsk)

attach(data_conti)

da<-data_conti

x=cbind (da$xl, das$x2)
SHl=crr (time, status, x, failcode=1l) #Type 1
summary (SH1)

Competing Risks Regression

>
>
>
>
>
>

Call:
crr (ftime = time, fstatus = status, covl = x, failcode = 1)
coef exp(coef) se(coef) z p-value
x1 0.457 1.579 0.0953 4.79 1.7e-06
x2 -0.309 0.734 0.1726 -1.79 7.3e-02
exp (coef) exp(-coef) 2.5% 97.5%
x1 1.579 0.633 1.310 1.90
x2 0.734 1.363 0.523 1.03
Num. cases = 250
Pseudo Log-likelihood = -656

Pseudo likelihood ratio test = 26.1 on 2 df,

>

> SH2=crr(time,status, x, failcode=2) #Type 2
> summary (SH2)

Competing Risks Regression

Call:
crr (ftime = time, fstatus = status, covl = x, failcode = 2)
coef exp(coef) se(coef) z p-value
x1 -0.458 0.633 0.155 -2.96 0.003
x2 0.864 2.372 0.279 3.09 0.002
exp (coef) exp(-coef) 2.5% 97.5%
x1 0.633 1.581 0.467 0.856
X2 2.372 0.422 1.373 4.099

Num. cases = 250
Pseudo Log-likelihood = -275
Pseudo likelihood ratio test = 18.9 on 2 df,

#H#H###H#HHH#ES 6) Subhazard frailty models #########H###SH#HHH

> # Subhazard Frailty (Type 1)
> beta.init<-c(0,0); v.init=rep(0,q); theta.init = 0.05
> SHFMl<-hlike.frailty (CmpRsk (time, status) "x1+x2+cluster (id),
+ data=data_conti,inits=1ist (beta=beta.init, theta=theta.init,
+ v=v.init),order=1, frailty.cov="none", subHazard=T,MAX.ITER=300)
> summary (SHFM1)
Type Effect Estimate SE 2.5% 97.5%
x1 1 x1 0.4974055 0.1048294 0.2919436 0.7028673
X2 1 x2 -0.6164925 0.1987410 -1.0060177 -0.2269673

Var.Comp Estimate
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1 Sigma.1l1l 0.8836048
Successfully Converged
status_2<-ifelse(da$status==2,1,2*dasSstatus) #Transformation of status
> SHFM2<-hlike.frailty (CmpRsk(time,status_2) "xl+x2+cluster (id),
+ data=da, inits=1ist (beta=beta.init, theta=theta.init,v=v.init),
+ order=1, frailty.cov="none", subHazard=T,MAX.ITER=500, TOL=1E-6)
> summary (SHFM2)

Type Effect Estimate SE 2.5% 97.5%
x1 1 x1 -0.5658455 0.1899055 -0.9380534 -0.1936376
X2 1 x2 1.2966654 0.3294090 0.6510355 1.9422952

Var.Comp Estimate
1 Sigma.ll 1.595583
Successfully Converged

The R outputs from the cause-specific hazard frailty model show that for example,
the effect of x; is significant for Type 1 event (t-value = 4.875 with p-value

= 0.000), but it is not significant for Type 2 event (t-value = -1.679 with
p-value = 0.093). The estimated association parameter 7, = —0.949 shows a neg-

ative association between the risks of these two events, which reflects a true nega-
tive correlation, —0.5, under the true BN model. The fitted results are summarized
in Table 6.6. The resulting estimates from the shared and univariate cause-specific
frailty models are different because the estimated association parameter 9, = —0.949
is not close to v, = 1. We also fitted the cause-specific model with bivariate normal
frailties, using frailty.cov="unstructured" in this package. The results
confirm the negative association from the shared model. This means that reducing
the risk of dying from Type 1 event increases the risk of dying from Type 2 event.
We observe the results from the subhazard model show similar trends to those from
the cause-specific models.

In Table 6.6, we see that in the cause-specific models, BN D Shared D Univ D
Cox. Between BN and Shared models, the difference in —2p. (k) is 4.6, so that the
true BN model is selected as the final model. We also observe that the two AICs
(rAIC and cAIC) select the BN model as the best model too.

Next, for the subhazard models, we should select a proper model in each type. For
Type 1, the difference in —2p(h ) between Fine-Gray model without frailty and
the shared model is 1130.0 — 1122.3 = 9.7 (> 2.71), so that the null hypothesis of
o2 =0is rejected. Thus, we select the shared model as the final model. Similarly, for
Type 2 we also select the shared model. This indicates there is a correlation among
survival times in each type.

There are R packages to fit the subhazard models without frailty terms, e.g., the
function crr () in the ecmprsk package to fit the subhazard model (Fine and Gray
1999) with univariate competing risks data, and the function crrc () in the errSC
package to fit a marginal subhazard model (Zhou et al. 2012; Zhou and Latouche
2015) for clustered competing risks data. The outlines of R codes used with the
simulated data are as follows.
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Table 6.6 Comparison of competing-risks frailty models with cause-specific hazard (CSH) and
subhazard (SH): a simulated data set

Model Event B1(SE) B>(SE) 52 Association
CSH Type 1 |0.462(0.098) |—0.038(0.177) |- -
(Cox) Type2 |—0.217(0.155) |0.843(0.291) |- -
—2p,(hp) 1765.3 (rAIC = 1765.3, cAIC = 1766.2)
CSH Type 1 |0.523(0.106) | —0.146(0.193) | 0.400 -
(Univ) Type2 | —0.182(0.158) | 0.837(0.300)
—2p,(hp) 1749.9 (rAIC = 1751.9, cAIC = 1735.8)
CSH Type 1 |0.507(0.104) | —0.380(0.198) | 1.025 4, = —0.949
(Shared) Type2 | —0.300(0.179) | 1.338(0.320)
—2p,(hp) 1717.2 (rAIC = 1721.2, cAIC = 1683.2)
CSH Type 1 | 0.529(0.106) | —0.389(0.201) |62 =1.012  |412 = —0.595
(BN) Type2 |—0.325(0.194) | 1.438(0.342) |63 =1388 |-
—2p,(hp) 1712.6 (rAIC = 1718.6, cAIC = 1677.2)
SH(F-G) Type 1 | 0.457(0.095) | —0.309(0.173) |- -
—2p; (hpw) 1316.2 (rAIC = 1316.2, cAIC = 1315.7)
Type2 | —0.458(0.155) | 0.864(0.279) |- -
—2p; (hpw) 551.6 (rAIC = 551.6, cAIC = 553.0)
SH(Shared) | Type 1 |0.497(0.105) | —0.616(0.199) | 0.884 |-
—2p; (hpw) 12843 (rAIC = 1286.3, cAIC = 1261.2)
Type2 | —0.566(0.190) |1.297(0.329) |1.596 E
—2p (hpw) 5284 (rAIC = 530.4, cAIC = 517.1)

F-G, Fine-Gray subhazard model without frailty

##### Subhazard models without frailty term #####
> x=cbind (das$xl,dasx2)

vV V. V VvV

SHl<-crr (time,
SH2<-crr (time,
SHF1l<-crrc (time,
SHF2<-crrc (time,

status, x,
status, x,

6.5.2 Bladder Cancer Data

status, x,

status, x,

failcode=1)
failcode=2)

failcode=1, cluster=1d)
failcode=2,cluster=1d)

We consider an extension (data set available in the frailtyHL: ‘bladder’) of the
bladder cancer data introduced in Sect. 1.2.4. Here we consider 396 patients with
bladder cancer from 21 centers, focusing on two competing endpoints, i.e, time to
first bladder recurrence (an event of interest; Type 1 event) and time to death prior
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to recurrence (competing event; Type 2 event). Of 396 patients, 200 (50.51%) had
recurrence of bladder cancer and 81 (20.45%) died prior to recurrence. One hundred
and fifteen patients (29.04%) who were still alive without recurrence were censored
at the date of the last available follow-up. The numbers of patients per center varied
from 3 to 78, with the mean of 18.9 and the median of 14. Two covariates are
considered: Chemo (no, yes) and Age (<65 years, >65 years). The corresponding R
codes and outputs are provided below.

H##H##H#H##HEH 1) Cause-specific frailty models (Shared) #######H#####4#
> data(bladder, package="frailtyHL")

> data_conti <- bladder

> data_surv<-data_conti

> jml<-jointmodeling (Model="mean", RespDist="FM", Link="log",
+ LinPred=Surv(surtime, status== )”CHEMO+AGE+(l|center),

+ RandDist="gaussian")

> jm2<-jointmodeling (Model="mean",RespDist="FM",Link="1log",
+ LinPred=Surv(surtime, status==2) “CHEMO+AGE+ (1l |center),

+ RandDist="gaussian")

> res<-jmfit (jml, jm2,data_conti,data_surv, Maxiter=200)

[1] "iterations : "

[1

] 56
beta_h se_beh t_value p_value
CHEMO -0.6662422 0.1745319 -3.8173084 0.0001349155
AGE -0.1496644 0.1436548 -1.0418339 0.2974886732
CHEMO 0.1141791 0.3816191 0.2991965 0.7647901300
AGE 0.6889314 0.2656665 2.5932189 0.0095082234

alpha_h rho_h

[1,] 0.07255925 1.135538
> res$V.Est # log-frailty estimates

[1] 0.151408743 0.184588705 -0.002456431 -0.034954163 0.002932653

[6] -0.142895085 0.193996286 0.031210209 -0.052866610 0.094447854
[11] 0.047394088 0.108819042 -0.090623066 0.044104201 -0.278417345
[16] -0.360868161 0.107422797 0.090266872 0.229043252 -0.368074147
[21] 0.045520307
######### 2) Cause-specific frailty models (Univariate) ############
> g = length(unique(data_conti$center))
> beta.init <- c(sapply(1:2, function(k) coxph(Surv(surtime, status==k)
+ “CHEMO + AGE, data=data_conti)$coef)
> theta.init = 0.05
> v.init = rnorm(qg,0,1) #v.init=rep(0,q)
> CSFM<-hlike.frailty (formula=CmpRsk (surtime, status) “CHEMO+AGE
+ +cluster (center),data=data_conti, frailty.cov="none", inits=1ist (beta=
+ beta.init, theta=theta.init,v=v.init),order=1,MAX.ITER=200, TOL=1E-5)
>

CSFM

Type Effect Estimate SE 2.5% 97.5%
1 1 CHEMO -0.6679760 0.1747679 -1.0105148 -0.3254372
2 1 AGE -0.1488389 0.1437895 -0.4306613 0.1329834
3 2 CHEMO 0.1194893 0.3809705 -0.6271992 0.8661778
4 2 AGE 0.6772935 0.2652078 0.1574957 1.1970913

Var .Comp Estimate
1 Sigma.11l 0.07742706
Successfully Converged
> CSFM$iterations
[1] 72
> unique (CSFMS$v) # log-frailty estimates
H#H#H#H#H##H 3) Cause-specific frailty models (BN) #H##########
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theta.init <-matrix(c(1,0.5,0.5,1),nrow=2)

v.init<-MASS: :mvrnorm (g, mu=rep(0,2),Sigma=theta.init)#or v.init=matrix(0,q,2)
> CSFM_BN<-hlike.frailty (formula=CmpRsk (surtime, status) “CHEMO+AGE
+ +cluster (center) ,data=data_conti, frailty.cov="unstructured",
+ 1inits=1list(beta=beta.init, theta=theta.init, v=v.init),
+ order=1, MAX.ITER=500, TOL=1E-5)
> CSFM_BN
Type Effect Estimate SE 2.5% 97.5%
1 1 CHEMO -0.6674387 0.1747014 -1.0098471 -0.3250303
2 1 AGE -0.1484962 0.1437680 -0.4302763 0.1332840
3 2 CHEMO 0.1199023 0.3821346 -0.6290678 0.8688723
4 2 AGE 0.6865932 0.2660755 0.1650949 1.2080915
Var .Comp Estimate
1 Sigma.1l1l 0.07356526

2 Sigma.21 0.07632592
3 Sigma.22 0.09516952
Successfully Converged
> CSFM$iteration
[11 377
#H##HF###H#E# 4) Subhazard frailty models #######H##FH#EH
> # Subhazard Frailty (Type 1)
> Dbeta.init<-c(0,0); v.init=rep(0,q); theta.init = 0.05
> SHFMl<-hlike.frailty (CmpRsk (surtime, status) "CHEMO+AGE+cluster (center),
+ data=data_conti,inits=1ist (beta=beta.init, theta=theta.init,v=v.init)
+ order=1,frailty.cov="none", subHazard=TRUE, MAX.ITER=300)
>

SHFM1
Type Effect Estimate SE 2.5% 97.5%
CHEMO 1 CHEMO -0.7004651 0.1751228 -1.043699 -0.35723077
AGE 1 AGE -0.2154904 0.1443744 -0.498459 0.06747824

Var .Comp Estimate
1 Sigma.1l1l 0.06347167
Successfully Converged
> unique (SHFM1Sv) # log-frailty estimates
># Subhazard Frailty (Type 2)
> da<-data_conti
> status_2<-ifelse(daSstatus==2,1,2*da$status) #Transformation of status
> theta.init = 0.001
> SHFM2<-hlike.frailty (CmpRsk (surtime, status_2) “CHEMO+AGE+cluster (center),
+ data=da, inits=list (beta=beta.init, theta=theta.init, v=v.init),
+ order=1, frailty.cov="none", subHazard=TRUE, MAX.ITER=300, TOL=1E-6)
>

SHFM2
Type Effect Estimate SE 2.5% 97.5%
CHEMO 1 CHEMO 0.6375418 0.3732185 -0.09395313 1.369037
AGE 1 AGE 0.9289147 0.2581870 0.42287737 1.434952
Var .Comp Estimate

1 Sigma.11 0.0009959938
Successfully Converged

##H##H#H###### 5) Subhazard without frailty (Fine-Gray) ##########H##HH#H###

#library (cmprsk)

> attach(data_conti)

> x=cbind (CHEMO, AGE)

> SHl=crr(surtime, status, x, failcode=1l) #Type 1

> summary (SH1)

Competing Risks Regression

Call:

crr (ftime = surtime, fstatus = status, covl = x, failcode = 1)
coef exp(coef) se(coef) z p-value

CHEMO -0.673 0.510 0.178 -3.77 0.00016
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AGE -0.228 0.796 0.143 -1.60 0.11000
exp (coef) exp(-coef) 2.5% 97.5%

CHEMO 0.510 1.96 0.360 0.724

AGE 0.796 1.26 0.602 1.053

Num. cases = 396

Pseudo Log-likelihood = -1099

Pseudo likelihood ratio test = 16.8 on 2 df,

> SH2=crr (surtime, status, x, failcode=2) #Type 2

> summary (SH2)

Competing Risks Regression

Call:

crr(ftime = surtime,
coef exp(coef) se(coef)

CHEMO 0.637 1.89

AGE 0.930 2.53 0.245 3.80 0.00015
exp (coef) exp(-coef) 2.5% 97.5%

CHEMO 1.89 0.529 0.963 3.71

AGE 2.53 0.395 1.568 4.09

Num. cases = 396

Pseudo Log-likelihood = -408

fstatus = status, covl = x, failcode = 2)
z p-value

0.344 1.85 0.06400

Table 6.7 Comparison of competing-risks frailty models with cause-specific hazard (CSH) and
subhazard (SH): bladder cancer data; Age = I(age at diagnosis > 65)

Model Event Chemo(SE) Age(SE) 52 Association
CSH Type I | —0.626(0.172) | —0.164(0.142) | - -
(Cox) Type2 |0.180(0.378) |0.556(0.264) |- -
—2p,(hp) 2819.6 (rAIC = 2819.6, cAIC = 2822.8)
CSH Type 1 | —0.668(0.175) | —0.149(0.144) | 0.077 -
(Univ) Type2 |0.119(0.381) |0.677(0.265)
—2p,(hp) 2812.5 (rAIC = 2814.5, cAIC = 2812.1
CSH Type 1 | —0.666(0.175) | —0.150(0.144) | 0.073 3, = 1.136
(Shared) Type2 |0.114(0.382) | 0.689(0.266)
—2p,(hy) 2812.5 (rAIC = 2816.5, cAIC = 2812.1)
CSH Type 1 | —0.667(0.175) | —0.148(0.144) |62 =0.074 |61, = 0.076
(BN) Type2 |0.1200.382) | 0.687(0.266) |52 =0.095 |-
—2p,(hp) 2812.0 (rAIC = 2818.0, cAIC = 2812.1)
SH(F-G) Type 1 | —0.673(0.178) | —0.228(0.143) |- -
—2p7 (hpw) 2201.6 (rAIC = 2201.6, cAIC = 2201.8)
Type2 | 0.637(0.344) |0.930(0.245) |- -
—2p; (hpw) 816.7 (rAIC = 816.7, cAIC = 819.7)
SH(Shared) | Type 1 | —0.700(0.175) | —0.215(0.144) | 0.063 |-
—2p, (hpw) 2199.2 (rAIC = 2201.2, cAIC = 2197.4)
Type2 | 0.637(0.373) |0.929(0.258) | 0.000 -
—2p (hpw) 816.7 (rAIC = 818.7, cAIC = 819.7)

F-G, Fine-Gray subhazard model without frailty
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The fitted results are summarized in Table 6.7. It may be an interesting compre-
hensive analysis to compare the cause-specific hazard and subhazard models. We
first observe that the trends under the two models are also similar.

For the cause-specific models in Table6.7, we have BN D Shared D> Univ D
Cox. The three models (BN, Shared and Univ models) have almost the same value
of —2p;(h,). Between the Univ and Cox models, the likelihood difference is 7.1
(> 2.71), so that the null hypothesis of 0> = 0 is rejected. Thus, the LRT selects the
univariate model as the final model. Note that the rAIC selects the univariate model
as the best model, but the cAIC does not because the frailty variances are near zero as
in Sect. 5.3. Next, for the subhazard models, we select a proper model in each event
type. For Type 1, the difference in —2p (h ;) between the Fine-Gray model and the
shared model is 2.4 (< 2.71), so that the null hypothesis of o> = 0 is not rejected.
For Type 2, the two models has practically the same value of —2p, (% ,,). Thus, we
see that in the subhazard models, the frailty term is necessary for neither event type.
In fact, Table 6.7 presents that the two subhazard models give very similar estimates
for Type 1 and Type 2.

6.6 Discussion

The h-likelihood procedures are applied to fit the cause-specific frailty models as
well as the subhazard frailty models. The competing risks models with correlated
frailties provides systematically more informative results for the analysis of multi-
center competing risk data. We also demonstrate how to investigate the heterogeneity
in treatment effect over centers and how to test such heterogeneity.

The cause-specific frailty model can take into account the correlation among
events of interest and competing events via frailties, while the subhazard frailty
models can not, assuming that the frailty effects on both types of events are indepen-
dent. Therefore, the cause-specific frailty model would be more appropriate when
a dependency between different types of events or informative censoring is present.
The subhazard model is useful for direct statistical inference about the CIF of the
particular event type of interest. Developing an extended frailty modeling approach
under the subhazard frailty model to allow a correlation between different event types
would be an interesting topic for future work.

The present work only considered the lognormal frailty distribution. It may be
also interesting to consider other distributions when competing risks are present, in
particular the gamma frailty distribution.

Even if in this chapter the h-likelihood procedures have been presented for clus-
tered competing-risks data, they can be applied to univariate competing-risks data
without clustering. For example, with the h-likelihood the cause-specific PH model
(6.9) allowing for the BN frailties would be applied to dependent competing risks
or informative censoring problem under the univariate competing-risks structure
(Huang and Zhang 2008; Chen 2010).
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We have analyzed the competing risks data where the observation time ends
upon occurrence of the first failure. However, a subject may experience a nonter-
minal event (e.g., disease recurrence) and/or a terminal event (e.g., death), where
the terminal event censors the nonterminal event but not vice versa. This is called
as semi-competing risks data (Fine et al. 2001), which is an extension of compet-
ing risks data. We will present the frailty models for semi-competing risks data in
Chap. 10.

6.7 Appendix

6.7.1 Calculation of the Gradient Vector and Elements for
the Information Matrix from the Partial Likelihood

Let us define 7 = (87, v7)7. Since the partial h-likelihood involves the sample esti-
mate of the cause-specific baseline (cumulative) hazard function, following Appendix
2 of Ha et al. (2001), the MHL score equation for 7 for fixed € is given by

Oh, /T = (Oh/OT)| s, _iy,

where the h-likelihood 2 was defined in (6.18).

First, from (6.19) the elements of the gradient vector (9h,/93, Oh,/0v)" are
calculated. The k th element of 0h, /03 = (0h,/001, Oh,/ 03,)T is the derivative
of h, with respect to the regression coefficients for event &,

Ohp

3 Zx,, ik — Xij Aok (i) exp (x]: 8 + 2 vi) (6.27)

and Oh,/0v = (Oh,/0vi, Oh, /0vy)T is the derivative of h » with respect to the
random effects for each event Type k,

oh,

E > zijijk — zij Aok (i) exp (x[; Be + 2 ve) ZU' JCaae
A -
ij

(6.28)

where e denotes the inner product of two vectors, and % and ¢'? are elements of
the precision matrix £~

The following matrices and notation are used for the remainder of this section.
Let Ry = (Ri, Ra, ..., Rp,) be an n x Dy at risk indicator matrix where the ijth
element in column r is one if y;; > yu) and zero otherwise. Define d; as ann x 1
vector of Type k event indicators with its i jth element being J;x. Let i be ann x n
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56" + ziijk), and let Ny be ann x n
diagonal matrix with elements exp(xg O + ziTj vg). Finally, let I, be ag x g identity
matrix and let ® denote the Kronecker product. Recall that X is an n x p matrix of
p covariates and Z is an n x g matrix of cluster indicators.

Using this notation, Eq. (6.27) can be expressed as

diagonal matrix with elements ZA\Ok( vij)exp(x

Oh, T
— = X" (6 — 6.29
5, Ok — pu) (6.29)

and the derivative (6.28) of &, with respect to all random effects v is,

Oh, (ZT(51 — 1)

_ _ -1
o=z — Mz)) (= '® I)v. (6.30)

Next, the observed information matrix H of 3 and v from the profile h-likelihood
for fixed 0 is calculated. Again because the partial h-likelihood includes the sample
estimate of the cause-specific baseline (cumulative) hazard function, Ha and Lee
(2003, Appendix B) showed that

Phy /0T = (Hy — H)ly _i,,- (6.31)
where H, = 0°h/07? and
Hy = (=0*h/OTON) (—0*h/ONY) ™ (—=0*h/ONOT).

Denoting Cy for a diagonal D; x Dy matrix where the rth element is d,/ 5\(2),{,,
let us define X, Z and W* as block diagonal matrices such that,

(X 0 (Z o . (Wr o0
X_(O X), Z_(O z) andW_(O Wz*) (6.32)

where 0 is a conformable matrix of zeros and W = W} (B, vi) = i — Ny R;(Ck_l
(RyNy)T for k =1, 2. Then the observed information matrix H is a K(p + q) x
K(p + ¢g) matrix,

H,=H,3,v,0) = XWX X'W'Z (6.33)
p — 14 > Uy - ZTW*X ZTW*Z + Q . .

where Q is a Kgq x Kq matrix that is the negative second derivative of the log of the
joint density function for all random effects with respect to the vector v,

9 &
0. 0) === > =" ® 1, (6.34)
i=1
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In addition, consider the univariate frailty case with v ~ N (0, azlq). Then, the
estimating equations of 3, are identical to (6.29), while those of v are slightly different
from (6.30) because they are given by

ah[’ T -2
5 sz:z Ok — ) — o v,

This leads to the observed information for (3, v) with k = 1, 2:

XTwrx 0 X'wrz
H, = H,(3,v,0°%) = 0 XTwsz XTwsz ,
ZTWiXx Z'WiX Y, ZTWIZ+Q

where Q = a’zlq. O

6.7.2 Derivation of the Gradient Vector and Elements for the
Information Matrix from the Partial Restricted
Likelihood

Let 6, and 6, denote the rth and sth components of 6 = (011, 022, 012) for r, s =
1, 2, 3. To evaluate the derivatives of the adjusted profile h-likelihood (5.12), the
following two identities from matrix calculus will be used here (Searle et al. 1992,
Appendix M): For a matrix A and a scalar x,

0 _,0A
e log(det(A)) = trace (A a)

and oA 5
A~ A
=_—A"1=2—A1
Ox Ox

By using these results, the rth component of the gradient vector of the restricted
partial h-likelihood p; (h)), i.e., Op(h,)/00 where 7 = (37, vT)T, can be written
as

dp-(hy) Oh, 1 . ~10H,
P _y H . .
aer aer 2 race 14 69,« (6 35)

Furthermore, the element in row » and column s of the 3 x 3 observed information
matrix 9% p.(h,)/06* for the frailty parameter 6 is given by
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P p,(h,) Ph, 1 ~ -10H, ~ —-10H, . -1 &*H,
- ~ul g, T e g O e
0,0, 90,00, T 2"\ " e, " ap, T B0,

(6.36)

Since /5’ (9) and v(0) are functions of 0, it is not appropriate to just use the partial
derivatives in (6.35) and (6.36). Instead the total derivative should be used. The total

derivative of p-(h,) with respect to 0, is,
5B ( Op-(hy)
s=p 00, ov

Note, in general, that when x = x(¢) and y = y(¢) are functions of 7, the total deriv-
ative of f (¢, x, y) with respect to ¢ is defined as

df _of _opdx  ofdy
dt 0t  Oxdt Oydt

Op-(hp) _ Opr(hp) n Opr(hp)
20, 06, 0B

0v
v_ﬁ) a8, .(6.37)

The total derivative allows the other arguments of /1 4, /@ (6,) and v(6,) to depend
on 6,, which should not be overlooked in our conditionally iterative optimization
procedure. Originally, however, Lee and Nelder (1996) and Ha et al. (2001) ignored
op /00, and 00/00, when differentiating h » and H with respect to . Following
Ha and Lee (2003), in our derivation 8ﬁ /00 is ignored because there is no direct
dependency between B and 6, whereas 00/00, is included because there exists a
direct dependency between v and 6,, which is clear from (6.29) and (6.30).

Now first, we calculate the derivatives in (6.35). Let 7 = 7(f) = (3(9), 0(6)).
Since 0h,/0v|,=; = 0, the total derivative of the first term Oh »/00, is

oh,  Oh, +(% )(aﬁ)
a6, — 90, |._. \ v |._)\oe,
_ 0h,
R

3 qu Oty (0; 0;)
N 00,

i=1

q
ZZ_%traCe(EﬂE;)Jr o (27'zmT) o,
i=1

R -

where X = 0%/00,.
The derivative of the second term, d H »/00,, in (6.35) is given by the following
form:
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L (M 9%
T=T v T=T 89” ’

where H,; and H,; are the (i, i)th components of H, = P"VP and H, = P"VP,
respectively. Here V = BD(W*, 0): see also Appendix A.2. The term 900/96, is
calculated following Lee et al. (2017b). From £, given 6,, let 9(6,) be the solution

to g(0,) = 0h,/0v|;=; = 0. Then,
0V
=0.
T:‘?) (697)

N %h,
T=7 ov?
L Ph,
2 0vol, | _»

Solving for 99/96, gives a 2g x 1 vector,
. -1
=(Z'Wz+0) (') e1]d),

0H,  OH,

06, 00,

dg90,)  Oh,
86, 9vde,

oo _Bzh,,
80, ov? | _

where W* is W* evaluated at (ﬁA, v, 0), that is, when W} = W,:‘(Bk, U, 0) = Wk*
Now, since X and Z are constant matrices that do not depend on 6, following Appendix
4.7.5, the total derivative of 0H, /00, is given by

0H, (X'WX X'WZ
00,  \Z'WX Z'W.Z+ 0. )

where W, = W+ /96, and Q, = 0Q /¥, . Since W,f does not depend on 6, the total

derivative of W,j is
+(8W,§k )(aﬁk) _ (3W,§‘ ) 6ﬁk)
= avk =3 89r B 31)/( =3 5'9, '

The derivative W} / Qv is found by differentiating W, (Bx, vk) = e — N R Cr :
(RyNp)T with respect to v,. Given the structure of v defined earlier, 90 /96, is the
first ¢ elements of the vector 90/96, and 9v,/06, are the last g elements. Since Q
does not depend on v, the total derivative is not needed to find 9Q /00, so,

o oW} _owp
k™50, 90,

_90 _
=5 =

0. (-=7'g = e, (6.38)
Using (6.38) there is a slightly simpler expression for 09/06,,

89/90, = — (ZTW*Z + Q)_l (0.9).
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The next step is to calculate the terms in the observed information (6.36). First,
h, h,

we have
&h, 9%
26,00, ~ 06,00, | _. \avoe, | _.) \ a0,
0% (0; ;) sy OV
@ (57)

1 — I — / — /" lA ~ A 6ﬁ
’—Etr(z D1l 12r5)~|—§viTva,~]+Q,v (805)’

M= M-

where S,s =0(—2 712/ 27N /00, = (=g lw/ s ) +(2lmElnl ) —
(27'2/ %71 and B/, = 0*%/06,06;. The last term needed to calculate (6.36) is

PH, (XTW/ X X'W/Z
90,00, \Z'W'X Z'W/.Z+ Q" )’
where
00
"o — S” I
Qs = 36,00, = > s
and VAV;’Y = 8W;/ 00,. Like earlier, VAV;’Y can be found by evaluating H? W,f /00,00
fork=1,2,
g OWE (0w 0 0%k (W iy
500,00, L\ ov | __.) 06, | 96, o |._.) 96,00,
where

852;0 - (ZTW*Z + Q)f1 (ZTW;Z + Q;) (ZTW*Z + Q)f1 0'b

_ (ZTW*Z + Q)_l [Q;’Sﬁ +o g;) } (6.39)

o

00,

. -1 A ov
= — (ZTW*Z + Q) [(ZngZ + Q;) + Q)0+ 0, 3; }
is a2g x 1 vector and 09, /36,00, is the first ¢ elements of (6.39) if k = 1 and the
second ¢ elements if k = 2. The term 9*W}/0v? is found by twice differentiating

W:(ﬁk, Vg) = b — NkRka(Rka)T with respect to vi. O
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6.7.3 Proof of Estimating Equations in (6.23)

Given the frailty parameters 6, the MHLEs of 7 = (37, v7)T are obtained by solving
the joint estimating equations, 0hf, /Ot = 0. Here, the calculations in Ha and Lee
(2003) and Ha et al. (2001) showed that

O puy /OT = Ol [OT |y 5 = (ET(6 — ) — F7)| Ny =t (6.40)

since Oh,, /0T = (On/0T1)(Oh,/0n) withn = X3+ Zv = E7. Here E = (X, Z),
F =BD(0,U) = BD(O0, >t Eq‘l), and 6 and p are the n x 1 vectors of §;;s,
and p;;’s, respectively. Note that the vector ;o can be written as a simple form by
using a weighted risk indicator matrix M which contains the weight w;; as well as
the risk set R(,). Let L be an n x 1 vector of L;;’s with L;; = Ag, (yij)wi;. Since

01()’1/ Z )\01r1{(l ]) € R(r)} and Wij = G(y(r))/G(yzj A y(r)) we have L =
MAJ, where M is an n x D matrix of weighted-risk indicators whose (i, k)th
elementism;; ., A = diag(Ay;,) isa D x D diagonal matrix and J isa D x 1 vector
with ones. This gives y = Wo(M AJ), where W, = diag{exp(n;;)}. Note here that
m;;j , are constructed by combining R and w;; as in Ruan and Gray (2008):

mijr = I{yij = yoy or (yij < y¢)and §; > 1)}{6(Y(r>)/6(yij AV}
=I{yij >y} +1{yij <y and §; > 1HG () /G (yij)}.  (6.41)

This is also equivalent to the weights by Katsahian et al. (2006) and Katsahian and
Boudreau (2011) because m;; , are equal to one as long as individuals have not failed
by time y (i.e., yij = ¥()), and below 1 and decreasing over time if they failed from
another type (Type 2) before y) (i.e., ¥ij < y¢) and &; > 1), and zero otherwise
(e.g., they failed from Type 1 or have been right censored).

Furthermore, using the computation of Ha and Lee (2003), we have

— 0*h /0T = ETW*E + F, (6.42)

where W* =W, — W,, W, =diag(n), Wo = (WoM)C~'(WoM)T, C = diag
{d(,>/(/\01,)2} isa D x D diagonal matrix,and F = BD(0, U). Following Haand Lee
(2003) and (6.42), we can show that given 6, the MHL estimators of 7 = (37, vT)7
are obtained from the following score equations:

(ETW*E + F)7 = ETw*,

leadingto (6.23). Here, w* = W*n + (§ — ut). Note here that the \j,, termsin W* and
w* are evaluated at their estimates )\g’lr = d(yy/ M1, where M, is the rth component
vector of M = (M, ..., Mp) and 4 is a vector of exp(n;;)’s. This completes the
proof. [



Chapter 7
Variable Selection for Frailty Models

7.1 Variable Selection

Including only the relevant variables in the model is crucial in statistical inference,
improving the quality of estimation, prediction, and interpretation. If there exist
many potential variables with equal status, i.e., no prior preference among them,
then having as few variables as possible in the model would often facilitate clearer
interpretation. When there are many potential variables, over-fitting can become a
serious problem. However, missing relevant variables would be also undesirable.

There are many classical techniques for variable selection such as forward selec-
tion, backward elimination, stepwise selection, and best-subset selection. The step-
wise selection is fast and convenient, but has inferior performance compared to the
best-subset method. The latter is preferable, but very quickly becomes impractical
because, with p variables, we need to compare 27 models. Furthermore, the sub-
set selection methods are often highly variable and they can not be used when the
number of variables p is greater than the sample size n.

Recently, variable-selection methods using a penalized likelihood with various
penalty functions have been widely studied in the linear models, GLMs and Cox’s
PH models. These methods select relevant variables and estimate the regression
coefficients, simultaneously, i.e., they delete insignificant variables by estimating
their coefficients as zero. However, in the semiparametric frailty models, variable-
selection methods have been relatively less studied because the marginal likelihood of
such models often involves analytically intractable integrals to eliminate the frailties.
In this chapter, we investigate three variable-selection methods in survival analysis:

e least absolute shrinkage and selection operator (LASSO, Tibshirani 1996),
e smoothly clipped absolute deviation (SCAD, Fan and Li 2001),
e h-likelihood (HL) penalty (Lee and Oh 2014).

Specifically, we present the methods of variable selection of fixed effects in the
various frailty models for clustered survival data. First, we show how to apply the
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variable-selection methods to survival data via the h-likelihood, and then illustrate the
h-likelihood variable-selection methods with practical examples. We also compare
three variable-selection procedures via the frailtyHL package.

7.2 Implied Penalty Functions from the Frailty Models

Following Lee and Oh (2014), we describe a random-effect model that generates
a family of penalties, including the normal-type (bell-shaped L,), LASSO-type
(cusped L), and a new unbounded penalty at the origin to achieve selection consis-
tency as we illustrate. Suppose that we have a linear predictor

n=0 +x1fi+-+xp-18,-1 + Zv,

where (3; are the unknown fixed effects, but we expect that many of them are zeros.
Here Z is the model matrix of random effects v. Itis well known that the random-effect
estimators are shrinkage estimators toward zero and the shrinkage is beneficial to
prediction. The ridge regression estimators shrink toward zero, but cannot be exactly
zero, while the LASSO does. We want to find a class of frailty distributions which
shrinks and allows the estimates of 0.

Suppose that conditional on a;, we have

Bjlaj ~ N(0,a;0), (7.1)

where 0 is a fixed dispersion parameter, and a;’s are iid realizations from the gamma
distribution with a parameter w such that

1
N 1w Vw—1 —a;/w
fola) = (/' cmsa e,

having E(a;) = 1 and Var(a;) = w. In this random-effect model, sparseness or
selection can be achieved in a transparent way, since if a; = 0 then 3; = 0.
Model (7.1) can be rewritten as 3; = ,/T;e;, with e; ~ N (0, 1) and

log 7; = logf + b;,
and b; = loga;, which is a double HGLM (Lee et al. 2017b), having a random
effect in the dispersion parameter. In this chapter, we consider the penalized partial

h-likelihood for variable selection, defined by

hy = hy + h, (7.2)
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where £, is the partial h-likelihood, and

p
hy = _{log fo(Bjla;) + log fu (b))},

j=1
with
1
log fy(Bjla;) = —3 {log(270) + loga; + B7/(¥a)},
log fi,(b;) = —log(w)/w —logI'(1/w) + b;/w — exp(b;)/w.
The outline of the estimation scheme using the ILS procedure is as follows:

e Given (4, w, 0), we estimate a;’s by solving
Ohy/0a = 0,
which gives the random-effect estimator
a; =a;(8) = (BwphT/0 + 2 — w)’}* + 2 — w)l/4. (7.3)

e Then, given @, we update 3 using the ILS procedure.

From model (7.1), it is clear that Bj = 0 when@; = 0, which is how we achieve
the sparseness. The estimator for (3 is obtained by maximizing the penalized partial
h-likelihood via profiling, i.e.,

hy = (hy + ho)la=a,

where a solves dh,/da = 0. Then, the implied penalty of the penalized partial
h-likelihood is

p')’.w(ﬁ) = _h2|a=23s (74)

where v = 1/6 and @; is computed in the first step of the ILS above. Specifically,
for fixed w, taking only the terms that involve /3; and @;, the jth term of the penalty
function is

v (w-2). G
pv,w(ﬁj) = Z_Zl\j IOgClj + ;j

Thus, the frailty model (7.1) leads to a family of the penalty functions p, ,,(3) that
is indexed by w and v = 1/6. This penalty stems from a statistical model with extra
parameters v and w, and includes the ridge and LASSO regressions as special cases:
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e w — (: the ridge penalty
e w = 2: the LASSO penalty
e w > 2: the penalty with infinite value at 0.

This shows that ridge and LASSO estimators are viewed as ones from the normal
and double exponential distributions of the random effects, respectively. The ridge,
LASSO, and HL penalties all assume a proper density of the random effect with
respect to 3, i.e., [ f,,w(3)d3 = 1. However, the SCAD estimator can be viewed
as the random-effect estimator from an improper distribution with respect to 3, i.e.,
ff’y,w(ﬂ)dﬂ = 0.

The penalty functions p, () at w = 0, 2 and 30 with v = 1/6 = 1 are shown
in Fig.7.1. As the convexity near the origin increases, the sparsity of the local solu-
tions increases, and as the slope becomes flat, the amount of shrinkage lessens. From
Fig.7.1, we see that the HL controls the sparsity and shrinkage amount simultane-
ously. The form of the penalty changes from a quadratic shape (w = 0) for the ridge
regression, to a cusped form (w = 2) for the LASSO, and then to an unbounded form
(w > 2) at the origin. The quadratic penalties correspond to the ridge (shrinkage)
estimates, which often lead to better prediction, while cusped ones lead to simulta-
neous variable selection and estimation of the LASSO and SCAD (Fan 1997). Given
w > 2, the amount of shrinkage becomes larger as v increases. In case of w > 2,
it allows an infinite gain at zero, and the resulting penalty has a significant merit in
variable selection as we shall discuss.

w=0 w=2 w=30

Penalty
Penalty
1
L
Penalty
1

05

Fig. 7.1 HL penalties with w = 0, 2 and 30
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7.3 Variable Selection via the H-Likelihood

7.3.1 Penalty Function for Variable Selection

From (7.2) and (7.4), we consider variable selection of the fixed effects (3 in various
frailty models via maximization of a penalized partial h-likelihood %, (3, v, a), given
by

hy(B,v,0) = hp - p"/,w(ﬁ)'

To implement /, above, following Fan and Li (2001) and Ha et al. (2014b), we
consider a penalty function J () such that p(-) = nJ(-). In this book, we thus use
the following penalized partial h-likelihood,

P
hy(B,v,0) =hy —n > (18D, (7.5)

j=1

where nJ,, ,, () = py,» () is a penalty function that controls model complexity using
the tuning parameters v and w such that no penalty at v = 0.

Here the true model is /., with (3 fixed and from (7.4) exp{—nJ, , (13;1)} is viewed
as the frailty distribution of ;. The maximization of &, implies that the maximum
penalized partial h-likelihood estimators (MPPHLEs) for (3 are used. Thus, even
though 3;’s are the fixed unknowns, the use of the penalized partial h-likelihood .,
implies that the MPPHLE:S for 3 lead to variable selection. The use of the random-
effect estimators for the fixed effects is beneficial not only to prediction but also to
variable selection.

Typically, setting v = O results in the standard frailty model with the partial h-
likelihood 7, whereas the regression coefficient estimates B tend to 0 as v — oo.
That is, a larger value of ~y tends to choose a simple model, whereas a smaller value
of ~y inclines to a complex model. As w increases, the sparsity increases.

In variable selection, the true model is /2, with § fixed. Thus, the penalty term
exp{—nJ,,,(|3;1)} is not in the model, so that /4, is called the penalized partial h-
likelihood and  and w are the tuning parameters. In this chapter, we consider the
following three penalty functions, LASSO, SCAD, and HL with appropriate tuning
parameters.

e LASSO (Tibshirani 1996):

p(BD = nJy (16D =181, (7.6)
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e SCAD (Fan and Li 2001):

P, (18D = nd (18D = ~1(18] <) + %mm >, (1.7)

where x, denotes the positive part of x;i.e., x; is x if x > 0, zero otherwise.
e HL (Lee and Oh 2014):

pw,w(|6|) = ”J'y,w(|ﬁ|) = + , (71.8)

VB (w —2)loga(|5]) N a(18)
2a(15D) 2w w

where a(|3]) = [{8wy5? + 2 — w)?}/2 + (2 — w)]/4.

The LASSO is the most common penalty as the L penalty and has been known to
give a good prediction. However, the LASSO has been criticized on the grounds that it
typically ends up selecting a model with too many variables to prevent over-shrinkage
of the regression coefficients (Radchenko and James 2008); otherwise, the regression
coefficients for selected variables are often overshrunk. To improve the LASSO, Fan
and Li (2001) proposed the SCAD, which also has two tuning parameters. For the
SCAD, they proposed using w = 3.7. Fan and Li (2001) showed that the SCAD
satisfies the oracle property that asymptotically selects the correct subset model and
estimates the true non-zero coefficients in the linear models, simultaneously. The
HL satisfies the oracle property and gives shrinkage estimators when w > 2 (Kwon
et al. 2016). Lee and Oh (2014) proposed using w = 30 and showed by extensive
simulation studies the results were not much sensitive to the choice of w. They also
showed that the HL outperforms the LASSO and SCAD. For a better performance,
in this book we choose both tuning parameters, (77, w). For computational efficiency,
we consider only a few values of w, e.g., w = 2.1, 3, 10, 30, 50 representing small,
medium, and large values of w.

Recently, Ng et al. (2016) showed that in change point problems, the HL estimator
provides consistent estimation of the number of change points, their locations and
sizes of changes, while the LASSO and SCAD cannot. Ha et al. (2014b) have shown
via simulation studies that in the frailty models, the HL has higher probability of
choosing the true model than the LASSO and SCAD methods without losing the
prediction accuracy. Lee et al. (2017b) showed that the HL gives the transparent
estimation procedures when the regression coefficients have hierarchies with various
constraints; for example, we can select an interaction term only when corresponding
two main effects are present.
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7.3.2 Penalized Partial H-Likelihood Procedure

For simplicity, we consider a simple frailty model (4.1) with a frailty parameter
a. However, our results can be straightforwardly extended to general frailty mod-
els including multicomponents and competing-risks models. The variable-selection
procedure based on the penalized partial h-likelihood £, in (7.5) is as follows:

o Estimation of (3, v): Given the estimate of a,, the MPPHLES of (3, v) are obtained
by solving the joint estimating equations of 3 and v, dh,,/J(3, v) = 0. In Appen-
dix 7.7.1, we show that the ILS equations for 7 = (37, v7)7 can be explicitly
expressed as an extended form of (4.12):

X"W*X +nx,, XTW*Z B XTw*
T * T * -~ = T, % ) (79)
ZTW*X ZTW*Z+ Q) \% ZTw* 4+ R

where w* = W*n + (0 — p) with u = exp(log Ag +7) and R = Qu + (9¢,/0v)
(R = 0if the log-frailty v ~ N (0, al,)), and X, ,, = diag{J. ,(13;1)/I5;l}, i.e.
nXyy = diag{p%,’w(|ﬁj|)/|ﬁj|}. The equations above are also simply expressed
as an extended form of (4.13):

(PTVP +1n3%, )7 =Py;.
e For the Cox PH model without frailty, they reduce to
XTW*X +n%, )8 = X" w*. (7.10)

For the Cox model, Tibshirani (1997) developed the LASSO procedure for w = 2.
We thus see that the ILS Eq. (7.9) extends the LASSO procedure under the Cox
model to the frailty models.

e Estimation of «: For estimation of the frailty parameter o, we use a penalized
partial restricted h-likelihood,

, (7.11)

T=T

1 H(hy; 7)
pT(hU) = |:hv - EIOgdet[—]]

2

where 7 = 7(a) = (37 (@), v7 (a))7. The estimate of « is obtained by solving
the score equation Op,(h,)/0a = 0.

e Standard Error Formula: An approximated standard error (SE) of ﬁ is obtained
from a sandwich formula based on #,:

cov(B) = (Hys +nZy )" Hyp(Hgs +n%, )", (7.12)

where Hys = {(XTW*X) — (XTW*Z)(ZTW*Z + Q)" (ZTW*X)}|,—s. The
derivation of (7.12) is given in Appendix 7.7.2.
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e Tuning Parameter Selection: For the choice of tuning parameters v and w, Ha
etal. (2014b) used a BIC-type criterion based on the penalized partial h-likelihood,
defined by

BIC(7, w) = =2py(h)) + e(y, w) log(n), (7.13)

where p,(h,) is the first-order Laplace approximation to the marginal partial
likelihood m, in (4.8) and e(vy, w) = tw[{Hgg + nE%w}_lHﬂﬂ] is the effective
number of parameters (Lee and Nelder 1996; Ha et al. 2007a).

In summary, the variable-selection procedure above is easily implemented for
survival data via a slight modification to the existing partial h-likelihood procedures
because the penalty can be viewed as another frailty distribution for .

An outline of variable-selection algorithm can be described as follows.

1. In the inner loop, we maximize h, for 7 = (37, v7) (i.e., we solve (7.9)) and
p-(hy) in (7.11) for «, respectively.

2. In the outer loop, we find (v, w) that minimizes BIC(y, w) in (7.13).

3. At convergence, we compute the estimates of the standard errors for B using
(7.12).

Remark 7.1 (i) To avoid a numerical difficulty when B ; = 01in solving (7.9), we
employ %, , . = diag{Jéyw(|ﬁ‘,~|)/(|ﬁj| + ¢)} for a small positive value of ¢, say,
€ = 1078, instead of ¥, ,,. Then %, ,,  is always defined and with a small e the diag-
onal elements of X, ,, . are very close to those of X ,,. In fact, this algorithm extends
Hunter and Li (2005) algorithm for improvement of the local quadratic approxima-
tion (LQA, Fan and Li 2001) to survival data. Here, we report ﬂA = Oif all five printed
decimals are zero. We use a LASSO solution as the initial value for the SCAD and
HL penalties.

(i1) To choose tuning parameters (y, w), the generalized cross validation (GCV) sta-
tistic has been extensively used (Tibshirani 1997; Fan and Li 2001, 2002; Androulakis
et al. 2012). However, Wang et al. (2007) showed that the GCV approach cannot
select the tuning parameters satisfactorily, with a nonignorable overfitting effect in
the resulting model (Fan and Lv 2010; Zhang 2010). In the spirit of Wang et al.
(2007) and Ha et al. (2014b), in this book we use the BIC-type criterion in (7.13).
(ii1) In the variable-selection procedure, we use the log-normal frailty distribution
because it is useful for modelling correlated or multicomponent frailties in Chap. 5.
For the gamma frailty distribution, we use the second-order approximation s, (%),
where the marginal likelihood is also available: see Appendix 7.7.3.
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Example 7.1 (Kidney Infection Data: Univariate Frailty Models) We first consider
five covariates in the kidney infection data: Age, Sex (1=female, O=male), and three
indicator variables for GN, AN, and PKD which are different types of kidney diseases.
Here, only Age is standardized as other covariates are binary. We fitted the univariate
log-normal model (4.1) using the penalized partial h-likelihood procedures. The
variable-selection procedures (LASSO, SCAD, and HL) were developed by creating
a new R function, frailty.vs (), in the frailtyHL package. The R codes and
results are presented below.

HHSHHHH A H AR AH AR AAH S A HES DASSO ########H S HH SR HHH SR HH S HHH SRS HH
> data(kidney, package="frailtyHL")

> attach (kidney)

> kidney$age<- (age-mean (age)) /sd(age)

> kidneyS$GN<-as.numeric (disease=="GN")

> kidneyS$AN<-as.numeric (disease=="AN")

> kidneyS$SPKD<-as.numeric (disease=="PKD")

> detach (kidney)

>
>
+

la_result<-frailty.vs(Surv(time, status)~age+sex+GN+AN+PKD+ (1|1id),

model="lognorm", penalty="lasso",data=kidney,

+ B=c(0.074,-1.659, 0.173, 0.387, -1.161),tunl=seq(0,0.1,0.001))

[1] "Result of variable selection in frailty model"

[1]"Fitted model: log-normal"

[1]"penalty : lasso"

[1] "formula :"

Surv(time, status) ~ age + sex + GN + AN + PKD + (1 | id)

[1] "converge"

[1]"Fixed coefficients"
Estimate Std. Error

age 0.00000 0.00000
sex -0.93163 0.28093
GN 0.00000 0.00000
AN 0.06912 0.06215
PKD -0.14137 0.08677
[1] "Dispersion parameter"
[1] 0.32288

[1] "Tuning parameter"

[1] 0.032

The LASSO procedure is implemented by specifying both initial values B and
tuning parameter tunl(= ~/n). Here the initial values are estimates from the log-
normal frailty model without penalty, which are directly obtained (not shown) by
specifying B=c(0,0,0,0,0) and tunl=0 in the codes for the LASSO above.

The SCAD and HL procedures are similarly implemented using the LASSO solu-
tions as initial values. In particular, the HL procedure requires specification of two
tuning parameters, tunl(= w) and tun2(= 7).
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HHAHHF RS A A H AR A AR AAH SR AHES SCAD He#HHHSHAHSHAH AR A AR SR HH SR AR SR HH
> sc_result<-frailty.vs(Surv(time, status) “age+sex+GN+AN+PKD+ (1]id),
+ model="lognorm",penalty="scad",data=kidney,
+ B=c(0,-0.932,0,0.069,-0.141), tunl=seq(0,0.1,0.001)
[1] "Fixed coefficients"
Estimate Std. Error

age 0.00000 0.00000
sex -1.55713 0.40993
GN 0.00000 0.00000
AN 0.00000 0.00000
PKD -1.30923 0.64930
[1] "Dispersion parameter"
[1] 0.25669

[1] "Tuning parameter"

[1] 0.075

HHHHH S H AR HL #HH 4
> hliresult<—frai1ty.vs(Surv(time,status)~age+sex+GN+AN+PKD+(l|id),
+ model="lognorm",penalty="hl",data=kidney,
+ B=c(0,-0.932,0,0.069,-0.141), tunl=c(2.1,3,10,30,50)
+ tun2=seq(0.001,0.25, 0.001))
[1] "Fixed coefficients"

Estimate Std. Error

age 0.00000 0.00000
sex -1.00910 0.29822
GN 0.00000 0.00000
AN 0.00000 0.00000
PKD -0.29155 0.16719
[1] "Dispersion parameter"

[1] 0.31095
[1] "Tuning parameter"
[1] 2.100 0.224

The output shows that the selected values of the tuning parameters by the BIC
in (7.13) were v = 0.032, v = 0.078, and (v, w) = (0.224, 2.1) for the LASSO,
SCAD, and HL, respectively. The estimates of the frailty parameter 0(2) for no-penalty
(standard frailty model), LASSO, SCAD, and HL are 0.418, 0.323, 0.257, and 0.311,
respectively. The estimated regression coefficients and their standard errors are sum-
marized under Case 1 in Table 7.1. Itis known that the LASSO selects many covariates
with excessive shrinkage in nonzero regression coefficients. The covariate Sex is sig-
nificant in all of the four methods. The LASSO chooses three covariates (Sex, AN,
and PKD) out of the five covariates, whereas the SCAD and HL choose two covari-
ates (Sex and PKD). Note that the LASSO selects one more covariate, AN, which is
not significant under no-penalty. The LASSO shrinks most, while the SCAD shrinks
least. The nonzero estimates (Bz, BS) by the SCAD are similar to the corresponding
estimates without penalty (v = 0). Thus, the SCAD is the least shrinkage estimator,
while the HL gives the shrinkage (frailty) estimator, which is beneficial in prediction.
Through extensive simulation studies, it has been found that the HL gives consistent
variable selection without losing prediction accuracy in finite samples (Lee et al.
2017b).
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Table 7.1 Variable selection for kidney infection data: estimated coefficients (SEs) for the univari-

ate frailty model

Variable No-penalty LASSO SCAD HL

Case 1

Age 0.074 (0.211) 0 (0) 0(0) 0(0)

Sex —1.659 (0.447) | —0.932(0.281) | —1.557(0.410) | —1.009 (0.298)
GN 0.173 (0.520) 0(0) 0(0) 0(0)

AN 0.387 (0.521) 0.069 (0.062) 0 (0) 0(0)

PKD —1.161 (0.793) | —0.141 (0.087) | —1.309 (0.649) | —0.292 (0.167)
Case 2

Age 0.091 (0.209) 0.039 (0.111) 0 (0) 0(0)

Sex —2.689 (0.694) | —1.787(0.360) | —1.913(0.384) | —1.709 (0.345)
GN —0.396 (0.868) | 0.001 (0.004) 0 (0) 0 (0)

AN —0.477 (0.948) | 0.043 (0.086) 0 (0) 0(0)

PKD —3.433(1.136) | —2.064 (0.570) | —2.840(0.867) | —2.276 (0.641)
Sex*GN 0.675 (0.978) 0 (0) 0 (0) 0 (0)

Sex*AN 1.173 (1.000) 0.361 (0.288) 0 (0) 0(0)
Sex*PKD 4.330 (1.361) 2.496 (0.774) 3.465 (1.110) 2.742 (0.863)

HL, h-likelihood penalty function

We also fitted the model with additional interaction terms between Sex and three
kidney disease types. The estimated results are shown under Case 2 in Table7.1. As
expected, the LASSO still selects more variables while the SCAD and HL choose
the three variables, Sex, PKD, and Sex*PKD. The HL shrinks more than the SCAD

does.

Example 7.2 (Bladder Cancer Data: Univariate Frailty Models) Consider the blad-
der cancer data again, described in Sect. 6.5.2. We consider following covariates:

main treatment; CHEMO (0="no”, 1="yes”)
Age (0="<65 years”, 1="> 65 years”)

Sex (0="“male”, 1="female”)

prior recurrent rate; PRIORREC (0="“primary”, 1=“< 1/yr”, 2="> 1/yr”)
number of tumors; NOTUM (0="single”, 1="2-7 tumors”, 2="> 8 tumors”)
tumor size; TUM3CM (0="“<3cm”, 1=“>3cm”)
T category; TLOCC (0="Ta”, 1="T1”)
carcinoma in situ; CIS (0="no”, 1="yes”)
G grade; GLOCAL (0=“G1”, 1="G2”, 2="G3”)

For covariates with three categories (PRIORREC, NOTUM, and GLOCAL), we
generated two indicator covariates. For example, with the variable PRIORREC, we
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Table 7.2 Variable selection for bladder cancer data: estimated coefficients (SEs) for the univariate

frailty model

7 Variable Selection for Frailty Models

Variable No-penalty LASSO SCAD HL

x1: CHEMO —0.879 (0.188) | —0.598 (0.142) | —0.875(0.182) | —0.731(0.162)
x2: Age —0.264 (0.147) | —0.128 (0.078) | 0(0) 0 (0)

x3: Sex 0.005 (0.210) 0 (0) 0(0) 0 (0)

x4: PRIORRECI |0.311 (0.252) 0 (0) 0(0) 0(0)

x5: PRIORREC2

0.549 (0.201)

0.346 (0.120)

0.440 (0.179)

0.355 (0.134)

x6: NOTUMI | 0.700 (0.168) 0.463 (0.118) 0.688 (0.164) 0.553 (0.137)
x7: NOTUM2 | 1.230 (0.285) 0.700 (0.172) 1.230 (0.272) 0.944 (0.222)
xs: TUM3CM | 0.155 (0.176) 0.007 (0.007) 0(0) 0(0)
x9: TLOCC 0.198 (0.175) 0.143 (0.082) 0(0) 0 (0)
x10: CIS 0.260 (0.280) 0(0) 0 (0) 0(0)
x11: GLOCALL | 0.532 (0.166) 0.280 (0.104) 0.549 (0.159) 0.391 (0.126)
x12: GLOCAL2 | 0.845 (0.275) 0.328 (0.122) 0.954 (0.251) 0.648 (0.196)

coded PRIORRECI =I(PRIORREC=1) and PRIORREC2 = I(PRIORREC=2). Sim-
ilarly, with the variables NOTUM and GLOCAL, we have used the respective indica-
tors (NOTUM1, NOTUM?2) and (GLOCAL1, GLOCALZ2). Thus, total 12 covariates
were included in the model. Here, patients with missing covariates were excluded, so
that the remaining 396 patients from 21 centers were included; 196 patients (49.5%)
among 396 patients were censored since for simplicity, we considered Type 1 event
as the main event and Type 2 event as censoring.

We fitted the univariate log-normal model (4.1) as in Example 7.1. The estimates
of the frailty parameter 0(2) for the no-penalty, LASSO, SCAD, and HL are 0.112,
0.070, 0.108, and 0.088, respectively. The estimated regression coefficients and their
standard errors (SEs) are shown in Table 7.2. The main covariate, CHEMO ({x;})
is significant by all of the four methods. The LASSO chooses nine covariates {xy,
X2, X5, X6, X7, X8, X9, X11, X12} out of 12 covariates, whereas both the SCAD and
HL choose six covariates {x;, x5, xX¢, X7, X11, X12}. Between the SCAD and HL, the
SCAD shrinks less. Among nine LASSO covariates {x;, x2, X5, X¢, X7, X8, X9, X11,
X12}, three of them {x,, xg and xo}, not selected by the SCAD and HL methods, are
not significant under the standard frailty model (no-penalty).

Example 7.3 (The CGD Data: Multicomponent Frailty Models) In the CGD data,
survival times from a given patient or those from a given hospital is likely to be
correlated. Thus, we may use the multicomponent log-normal frailty models. For an
illustration, we model the recurrent infection times 7;j;, with the eight covariates
Xijk = (Xijkly -+ -0 Xi jkg)T, without hospital region x;jx9 and longitudinal covariate
Xijk10, because with those two covariates included, the hospital frailty variance esti-
mate becomes zero. Here, three covariates (age x;jx3, height x; x4, and weight x; jx5)
are standardized as other covariates are binary.
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Table 7.3 Variable selection: estimated coefficients (SEs) for multilevel frailty model with the
CGD data

Variable No-penalty LASSO SCAD HL
Gamma-IFN —1.093 (0.357) | —0.760 (0.228) | —1.074(0.335) | —0.898 (0.276)
Inheritance —0.576 (0.409) |0 (0) 0(0) 0(0)

Age —0.904 (0.446) | —0.201 (0.115) |0 (0) 0(0)

Height 0.200 (0.462) 0(0) 0(0) 0(0)

Weight 0.336 (0.480) 0(0) 0(0) 0(0)
Corticosteroids 1.756 (0.941) 0(0) 0(0) 0(0)
Prophylactic —0.591 (0.480) |0(0) 0(0) 0(0)

Sex —0.630 (0.566) |0 (0) 0(0) 0(0)

We have (JA%, o:%) = (0.027, 1.028) under the multicomponent (multilevel) frailty

model (5.4) without a penalty. The two estimates (afl, UAIZ,) under the LASSO, SCAD,
and HL are (0.000, 0.929), (0.026, 0.982), and (0.020, 0.964), respectively. Table 7.3
shows that the LASSO chooses two covariates (Gamma-IFN, Age) out of eight
covariates, whereas the SCAD and HL choose only one covariate (Gamma-IFN).
Again the SCAD shrinks less than HL.

The R codes and outputs from the variable-selection procedures for the CGD data
via the multilevel model are presented below.

> data(cgd, package="frailtyHL")

> cgd$age<- (cgd$Sage-mean (cgd$age)) /sd (cgdSage)

> cgd$height<- (cgdSheight-mean (cgd$height) ) /sd(cgdsSheight)

> cgd$weight<- (cgd$Sweight-mean (cgd$weight) ) /sd(cgdSweight)
HHA#SHFHHH AR AR H R H S AR RS No penalty #H##H#HHHHHHHAHHHHAHAHEHHRE
> no_penalty<-frailty.vs(Surv(tstop-tstart, status) “treat+inherit+age
+ +height+weight+steroids+propylac+sex+(1|center)+(1\id), model=
+"lognorm",penalty="lasso",data=cgd,B=c(0,0,0,0,0,0,0,0),tunl=c(0))
[1]"Result of variable selection in frailty model"

[1]"==Fitted model=="

[1] "model : lognorm"

[1]"penalty : lasso"

[1]"formula :"

Surv(tstop - tstart, status) ~ treat + inherit + age + height +
weight + steroids + propylac + sex + (1 | center) + (1
id)

[1]"converge"

[1]"==Fixed coefficients=="

Estimate Std. Error

treatrIFN-g -1.09271 0.35662

inheritautosomal 0.57630 0.40907

age -0.90405 0.44644

height 0.19966 0.46220

weight 0.33614 0.47960

steroids 1.75590 0.94130

propylac -0.59125 0.47954
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sexfemale

[1] 0.02656 1.02808
[1] "==Tuning parameter=="

[1] O

HHEHHHHH AR

-0.63003
[1]"==Dispersion parameter=="

0.56606
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LASSO #######H####HHHHHHHHHHHHHHHS

> la_result<-frailty.vs(Surv(tstop-tstart, status) “treat+inherit+age
+ +height+weight+steroids+ propylac+sex +(1|center)+(1]id),model=
+"lognorm",penalty="lasso",data=cgd,B=c(-1.093,-0.576,-0.904,0.200,
+ 0.336,1.756,-0.591,-0.630),
[1]"Result of variable selection in frailty model"
[1]"==Fitted model=="

[1] "model : lognorm"
[1]"penalty : lasso"

[1]"formula :"

tunl=seq(0,0.02,0.001)

Surv(tstop - tstart, status) ~ treat + inherit + age + height
+ +weight + steroids + propylac + sex + (1 | center) + (1 [id)
[1]"converge"
[1] "==Fixed coefficients=="
Estimate Std. Error
treatrIFN-g -0.75964 0.22759
inheritautosomal 0.00000 0.00000
age -0.20053 0.11480
height 0.00000 0.00000
weight 0.00000 0.00000
steroids 0.00000 0.00000
propylac -0.00002 0.00001
sexfemale 0.00000 0.00000
[1]"==Dispersion parameter
[1] 0.00000 0.92942
[1]"==Tuning parameter=="
[1] 0.015

B i
> sc_result<-frailty.vs(Surv(tstop-tstart, status) “treat+inherit+age

+ +height+weight+ steroids+ propylac+ sex + (l]|center)+(1l]|id),model=
+ "lognorm",penalty="scad",data=cgd,B=c(-0.760,0,-0.201,0,0,0,0,0),

+ tunl=seqg(0,0.1,0.001))
[1]1"Result of variable selection in frailty model"
[1]"==Fitted model=="

[1]"model : lognorm"

[1]"penalty : scad"

[1]"formula :"

SCAD #######HHHHHHHHHHHIHARRRHHA

Surv(tstop - tstart, status) ~ treat + inherit + age + height
+ +weight + steroids + propylac + sex + (1 | center) + (1 [id)
[1]"converge"
[1]"==Fixed coefficients=="
Estimate Std. Error
treatrIFN-g -1.07394 0.33532
inheritautosomal 0.00000 0.00000
age 0.00000 0.00000
height 0.00000 0.00000
weight 0.00000 0.00000
steroids 0.00000 0.00000
propylac 0.00000 0.00000
sexfemale 0.00000 0.00000
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[1]"==Dispersion parameter=="
[1] 0.02620 0.98167

[1] "==Tuning parameter=="

[1] 0.066

HHESHF R HFH SR AR E AR AFRRAA RS HL A HS AR R
> hl_result<-frailty.vs(Surv(tstop-tstart, status) “treat+inherit+age
+ +height+weight+steroids+ propylac+sex +(1l|center)+(1|id), model=
+"lognorm",penalty="hl",data=cgd,B=c(-0.760,0,-0.201,0,0,0,0,0),

+ tunl=c(2.1,3,10,30,50), tun2=seg(0.001,0.06,0.01))

[1]"Result of variable selection in frailty model"

[1]"==Fitted model=="

[1] "model : lognorm"

[1]"penalty : hl"

[1]"formula :"

Surv(tstop - tstart, status) ~ treat + inherit + age + height
+ +weight + steroids + propylac + sex + (1 | center) + (1 [id)
[1]"converge"
[1]"==Fixed coefficients=="
Estimate Std. Error
treatrIFN-g -0.89992 0.2765
inheritautosomal 0.00000 0.0000
age 0.00000 0.0000
height 0.00000 0.0000
weight 0.00000 0.0000
steroids 0.00000 0.0000
propylac 0.00000 0.0000
sexfemale 0.00000 0.0000
[1]"==Dispersion parameter=="
[1] 0.01953 0.96393
[1]"==Tuning parameter=="
[1] 50.000 0.051
[1]"==BIC=="

[1] 697.7575

Example 7.4 (Multicenter Lung Cancer Data: Correlated Frailty Models) Consider
the multicenter lung cancer data with the following five dichotomous covariates:
treatment (x;;1, Trt, is O for CAV and 1 for CAV-HEM), presence (1) or absence (0)
of bone metastases (x;;2, Bone), presence (1) or absence (0) of liver metastases (x;;3,
Liver), whether the subject was ambulatory (x;;4 = 1 if PS=1) or confined to bed or
chair (x;j4 = 0if PS=0), and whether there was weight loss prior to entry (x;;s, WL).

Let v;; and v;; be random treatment and random bone metastases effects, respec-
tively. We consider the following correlated frailty model (5.7) with v;; and v;5:

nij = (Br + viDxiji + (B2 + vi2)Xijo + B3xij3 + Baxija + Psxijs,

where a correlation p is assumed between v;; and v;5.


http://dx.doi.org/10.1007/978-981-10-6557-6_5

188

Table 7.4 Variable selection: estimated coefficients (SEs) for the correlated frailty model with lung

cancer data
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Variable No-penalty LASSO SCAD HL

Case 1

Trt —0.233(0.099) | —0.103 (0.048) |0(0) 0(0)

Bone 0.261 (0.127) 0.064 (0.032) 0(0) 0(0)

Liver 0.391 (0.093) 0.315 (0.071) 0.446 (0.091) 0.349 (0.077)
PS —0.652 (0.108) | —0.527 (0.088) | —0.689 (0.108) | —0.584 (0.096)
WL 0.210 (0.090) 0.138 (0.055) 0 (0) 0.130 (0.053)
Case 2

Trt —0.116 (0.263) | 0(0) 0 (0) 0(0)

Bone 0.372 (0.158) 0.083 (0.038) 0 (0) 0(0)

Liver 1.005 (0.273) 0.299 (0.069) 0.432 (0.091) 0.325 (0.073)
PS —0.100 (0.220) | —0.417 (0.083) | —0.552(0.119) | —0.458 (0.090)
WL 0.687 (0.236) 0.130 (0.052) 0 (0) 0.112 (0.046)
Trt*Bone —0.216 (0.196) |0 (0) 0 (0) 0 (0)

Trt*Liver 0.179 (0.187) 0 (0) 0 (0) 0(0)

Trt*PS —0.208 (0.225) | —0.231(0.067) | —0.304 (0.112) | —0.216 (0.067)
Trt*WL —0.028 (0.181) |0 (0) 0(0) 0 (0)

Liver*PS —0.595 (0.227) | 0(0) 0(0) 0(0)
Liver*WL —0.377 (0.190) |0 (0) 0 (0) 0(0)

PS*WL —0.399 (0.237) | 0(0) 0 (0) 0(0)

Trt, treatment; PS, ambulatory performance status; WL, weight loss

The frailty-parameter estimates (07, o3, p) for the LASSO, SCAD, and HL were
(0.066, 0.181, —0.217), (0.093, 0.206, —0.401), and (0.095, 0.212, —0.389), respec-
tively. The estimated coefficients and their SEs are reported for the main effects-only
model, i.e., Case 1 in Table 7.4. The LASSO chooses all five covariates. Gray (1994)
and Vaida and Xu (2000) have shown that there are substantial variations in the treat-
ment (x;) effect over centers, implying that x; may not be significant. The SCAD
selects two covariates without x;, while the HL selects three covariates without xj.

The random-effect estimates and their 95% Wald intervals for each institution are
plotted in Fig.7.2 [(a) random treatment effects and (b) random bone effects] from
the HL variable- selection procedure under the correlated model above. Figure 7.2b
shows substantial institutional variation in the bone effects among institutions and
the Wald intervals for the two institutions (22, 29) do not include zero.

Since the covariate of main interest in this study is 7Trt and the HL selects the
three variables (Liver, PS, and WL), we considered all two-way interaction terms
between these four caovariates and an additional interaction TrtxBone. The results
are presented under Case 2 in Table 7.4. All three methods (LASSO, SCAD, and HL))
select a new interaction Trt«PS. The LASSO still selects more variables, and the HL
selects an additional covariate WL compared with the SCAD. Here the interaction
term TrtxPS is selected even though the main effect Trt is not selected. It is often
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Fig. 7.2 Random effects and their 95% confidence intervals under the HL variable selection in the
correlated frailty model allowing dependency between random treatment and random bone in the
lung cancer data; (a) random treatment effects (v1); (b) random bone effects (v2); 31 institutions
are sorted by the increasing order of number of patients

preferred to impose a strong hierarchy constraint that the presence of an interaction
term requires including both of the corresponding main effects in the model. The HL.
can be easily modified to allow such a hierarchical constraint (Lee et al. 2017b).

Below are the R codes and outputs from the variable-selection procedure for the
lung cancer data via the correlated model.

> lung.formula<-Surv(y,del) "treat + bone + liver + ps + wtlss
+ +(treat|center)+ (bone|center)
HHHHAHFHH A H SRR H AR HA Y No-penalty #######H#HHHSHHHHSHHHHS
> Nop_result<-frailty.vs(lung.formula,model="lognorm", penalty="1lasso",
+ data=lung_d,B=c(-0.23,0.26,0.39,-0.65,0.21) ,alpha=c(0.03,0.03,0.01),
+ tunl=c(0))
[1]"Result of variable selection in frailty model"
[1]"==Fitted model=="
[1] "model : lognorm"
[1]"penalty : lasso"
[1]"formula :"
Surv(y, del) ~ treat +bone +liver +ps +wtlss +(treat|center) +
+ (bone | center)
[1] "converge"
[1]"==Fixed coefficients=="
Estimate Std. Error
treat -0.23341 0.09937
bone 0.26074 0.12798
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liver 0.39061 0.09284

ps -0.65246 0.10755

wtlss 0.21044 0.08985

[1]"==Dispersion parameter=="
[,1]

[1,] 0.05280
[2,] 0.13452
[3,1 0.01574

[1]"==Tuning parameter=="
[1]1 O
[1]"==BIC=="

[1] 6118.688
HHH#AHHHHHH A HAH R HHFHSH R HSHHAHRE LASSO  #H#HHHHSHHHH AR HSHHHH S HHHH
> la_result<-frailty.vs(lung.formula,model="lognorm",penalty="lasso",
+data=lung_d,B=c(-0.23,0.26,0.39,-0.65,0.21) ,alpha=c(0.03,0.03,0.01),
+tunl=seq(0,0.03,0.001))
[1]"Result of variable selection in frailty model"
[1]"==Fitted model=="
[1]"model : lognorm"
[1] "penalty : lasso"
[1]"formula :"
Surv(y, del) ~ treat + bone + liver + ps + wtlss + (treat | center) +
(bone | center)
[1] "converge"
[1]"==Fixed coefficients=="
Estimate Std. Error

treat -0.10286 0.04822

bone 0.06414 0.03237

liver 0.31511 0.07079

ps -0.52748 0.08799

wtlss 0.13847 0.05450

[1]"==Dispersion parameter=="
[,1]

[1,] 0.06595

[2,] 0.18154

[3,1 -0.02379

[1]"==Tuning parameter=="

[1] 0.019

[1] "==BIC=="

[1] 6112.012

HHHHAHFHHH AR R H R H S A HH SRS SCAD #H##H#HHHHHHHAH B HHH R H R RS

> sc_result<-frailty.vs(lung.formula,model="lognorm",penalty="scad",

+data=lung_d,B=c(-0.103,0.064,0.315,-0.527,0.138) ,alpha=c(0.03,0.03,

+ 0.01), tunl=seq(0,0.06,0.001)

[1]"Result of variable selection in frailty model"

[1]"==Fitted model=="

[1] "model : lognorm"

[1]"penalty : scad"

[1]"formula :"

Surv(y, del) ~ treat + bone + liver + ps + wtlss + (treat | center) +
(bone | center)

[1] "converge"

[1]"==Fixed coefficients=="
Estimate Std. Error
treat 0.00000 0.00000

bone 0.00000 0.00000
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liver 0.44648 0.09146
ps -0.68874 0.10788
wtlss 0.00000 0.00000
[1]"==Dispersion parameter=="

[,11
[1,] 0.09258

[2,] 0.20591

[3,]1 -0.05539
[1]"==Tuning parameter=="
[1] 0.049

[1]"==BIC=="

[1] 6112.563
HHHHH S HH A H A H A H AR HD ##AH S R
> hl_result<-frailty.vs(lung.formula,model="lognorm",penalty="hl",
+ data=lung_d,B=c(-0.23,0.26,0.39,-0.65,0.21) ,alpha=c(0.03,0.03,0.01),
+ tunl=c(2.1,3,10,30,50), tun2=seqg(0.001,0.06,0.01))
[1]"Result of variable selection in frailty model"
[1]"==Fitted model=="
[1] "model : lognorm"
[1]"penalty : hl"
[1]"formula :"
Surv(y, del) ~ treat + bone + liver + ps + wtlss + (treat | center) +
(bone | center)
[1] "converge"
[1]"==Fixed coefficients=="
Estimate Std. Error

treat 0.00000 0.00000

bone 0.00000 0.00000

liver 0.34904 0.07730

ps -0.58383 0.09558

wtlss 0.13024 0.05328

[1]"==Dispersion parameter=="
[,1]

[1,] 0.09456

[2,] 0.21212

[3,]1 -0.05514

[1]"==Tuning parameter=="

[1] 5e+01 1e-03

[1]"==BIC=="

[1] 6111.287

7.5 Variable Selection for the Competing-Risks Frailty
Models

The variable-selection procedures for the fixed effects 3 can be extended to the
subhazard competing-risks frailty models using a penalized weighted partial h-
likelihood, defined by

p
Row(B, 0, @) = hpy =1 D~ (185,

j=1
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where A, is the weighted partial h-likelihood in (6.22). Below we present how to
select relavent variables via h,,,, using two real-data examples from multicenter trials
where patients within a center may have correlated outcomes.

Example 7.5 (Bladder Cancer Data: Subhazard Univariate Frailty Models) Con-
sider the multicenter bladder cancer data with 396 patients again. In this section we
focus on the following two competing events:

(i) time to first bladder recurrence (an event of interest; Type 1 event),

(ii) time to death prior to recurrence (competing event; Type 2 event).

Of 396 patients, 200 (50.51%) had recurrence of bladder cancer and 81 (20.45%) died
prior to recurrence. 115 patients (29.04%) who were still alive without recurrence
were censored at the date of the last available follow-up. The numbers of patients
per center varied from 3 to 78, with the mean of 18.9 and the median of 14.

We fitted the subhazard univariate frailty models with 12 covariates (x, x2, .. .,
x12) in Example 7.2. The selected values of the tuning parameters v by the BIC
were v = 0.012, 0.084, and (y,w) = (0.011,50) for the LASSO, SCAD,
and HL, respectively. The estimates of the frailty parameter ag for no-penalty,
LASSO, SCAD, and HL are 0.106, 0.072, 0.107, and 0.088, respectively. The esti-
mated coefficients and their standard errors for bladder cancer recurrence (i.e.,
Type 1 event) are given in Table7.5. The main covariate, CHEMO ({x;}), is
very significant in all of the four methods. The LASSO chooses nine covariates
{x1, x2, x5, X6, X7, X8, X9, X11, X12} out of the twelve covariates, whereas the SCAD
and HL choose six {xi, x5, X6, X7, X11, X12} and seven {xi1, X, X5, X¢, X7, X11, X12}
covariates, respectively. We prefer the HL because extensive simulation studies show

Table 7.5 Variable selection: estimated coefficients (SEs) from the subhazard univariate frailty
model for bladder cancer data

Variable No-penalty LASSO SCAD HL

x1: CHEMO —0.933 (0.187) | —0.666 (0.166) | —0.929 (0.182) | —0.785 (0.174)
x2: Age —0.343 (0.147) | —0.214 (0.120) |0 (0) —0.218 (0.119)
x3: Sex 0.058 (0.208) 0(0) 0(0) 0(0)

x4: PRIORRECI |0.276 (0.249) 0(0) 0(0) 0(0)

x5: PRIORREC2 |0.514 (0.200) 0.327 (0.149) 0.395 (0.180) 0.294 (0.150)

x6: NOTUMI | 0.713 (0.168) 0.494 (0.139) 0.688 (0.164) 0.593 (0.150)
x7: NOTUM2 | 1.307 (0.283) 0.816 (0.229) 1.293 (0.272) 1.051 (0.249)
xs: TUM3CM | 0.213 (0.175) 0.060 (0.094) 0(0) 0(0)
x9: TLOCC 0.171 (0.173) 0.127 (0.115) 0 (0) 0(0)
x10: CIS 0.266 (0.278) 0(0) 0(0) 0(0)
x11: GLOCAL1 | 0.474 (0.165) 0.250 (0.126) 0.491 (0.159) 0.384 (0.137)
x12: GLOCAL2 | 0.808 (0.274) 0.347 (0.189) 0.910 (0.250) 0.610 (0.222)
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that it achieves selection consistency without losing prediction accuracy in the finite
samples.

Example 7.6 (Breast Cancer Data: Subhazard Correlated Frailty Models) We again
consider the multicenter breast cancer data, analyzed in Sect.6.4.2. For simplicity,
we consider only the subset of older 1763 patients (i.e., age > 50) from the original
data set. The number of patients per center varied from 1 to 114, with the mean of 11.8
and the median of 6. Type 1 is an event of interest (465 patients; 26.38%), Type 2 is a
competing event (469 patients; 26.60%), and patients without events were censored
at the last follow-up (1200 patients; 47.02%). We studied the following ten covariates
on time to local or regional recurrence (Type 1 event): treatment group (GROUP;
placebo, and tamoxifen), race (RACE; white, black, and other), menopausal status
(MENSE; premenopausal, perimenopausal, and postmenopausal), number of nodes
removed (RNOD), tumor size (TSIZE), estrogen receptor level (ER), progesterone
receptor level (PR), and surgery type (SURGTYPE; lumpectomy and mastectomy).
We created two indicator covariates for variables RACE and MENSE (Table 7.6).
Four continuous covariates (RNOD, TSIZE, ER, and PR) are standardized while
other six covariates are binary, a total of 10 covariates being included in the model.

We fitted the subhazard correlated frailty model (6.17) where the random center
effect v;p and random treatment effect v;; are correlated. The fitted results are as
follows. The selected values of the tuning parameters are v = 0.004, 0.026, and

Table 7.6 Variable selection: estimated coefficients (SEs) in the correlated subhazard frailty model
(Type 1 event) with breast cancer data

Variable No-penalty LASSO SCAD HL

x1: GROUP —0.617 (0.107) | —0.528 (0.097) | —0.610 (0.106) | —0.521 (0.097)
x2: RACE1 —0.202 (0.267) | 0(0) 0 (0) 0 (0)

x3: RACE2 —0.165 (0.340) |0 (0) 0 (0) 0 (0)

x4: MENSEL1 0.112 (0.222) 0 (0) 0 (0) 0(0)

x5: MENSE2 —0.158 (0.265) |0 (0) 0 (0) 0 (0)

x6: RNOD —0.139 (0.051) | —0.124 (0.046) | —0.139 (0.050) | —0.109 (0.044)
x7: TSIZE 0.272 (0.041) 0.254 (0.039) 0.266 (0.040) 0.253 (0.039)
xg: ER 0.077 (0.037) 0.069 (0.035) 0.022 (0.019) 0.068 (0.032)
x9: PR 0.058 (0.045) 0.052 (0.040) 0 (0) 0(0)

x10: SURGTYPE | —0.089 (0.101) |0 (0) 0 (0) 0(0)

GROUP, treatment group; Group=I(tamoxifen);
RACE, race (white, black, other); RACE1=I(RACE=white), RACE2=I(RACE=Dblack);
MENSE, menopausal status (premenopausal, perimenopausal, postmenopausal);
MENSE1=I(MENSE=premenopausal), MENSE2=I(MENSE=perimenopausal);
RNOD, number of nodes removed; TSIZE, tumor size (mm);
ER, estrogen receptor level; PR, progesterone receptor level;

SURGTYPE, surgery type; SURGTYPE=I(mastectomy)
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(v, w) = (0.001, 50) for the LASSO, SCAD, and HL, respectively. The frailty-
parameter estimates (63, 67, and p) for the no-penalty, LASSO, SCAD, and HL
are (0.297,0.116, and — 0.988), (0.290, 0.101, and — 0.996), (0.289, 0.115, and —
0.992), and (0.294, 0.101, and —0.996), respectively. The estimated coefficients and
their SEs for Type 1 events are reported in Table 7.6. Ha et al. (2014b) and Christian
et al. (2016) have shown that the main treatment effect (GROUP; x)) is significant,
which is also confirmed by the three methods (LASSO, SCAD, and HL). Here the
LASSO chooses five covariates {x;, x¢, X7, Xg, X9}, but the SCAD and HL select four
covariates {x|, x¢, x7, x3}. Again the HL shrinks more than the SCAD.

7.6 Discussion

Using the penalized partial h-likelihood, we have shown how to implement the
variable-selection procedures in the frailty models and the subhazard competing-
risks models. Ha et al. (2014a,b) have demonstrated via numerical studies and data
analyses that the HL method is preferable to the SCAD method because it identi-
fies zero and nonzero coefficients better without losing prediction accuracy. In the
h-likelihood approach, the variable selection is equivalent to assuming some frailty
distribution for the fixed effects, so that it can be straightforwardly extended to the
cause-specific frailty models and high dimensional cases (i.e. p > n). For advantages
of the HL penalty in structured variable selection and multivariate analysis, see Lee
et al. (2017b).

In this chapter, we have considered selecting individual variables only. In many
regression problems, the covariates often possess a natural group structure. For exam-
ple, categorical variables are often represented by a group of indicator variables. In
these situations, the problem of selecting relevant variables is that of selecting groups
rather than selecting individual variables (Yuan and Lin 2006; Huang et al. 2012).
Extension of the group penalization methods such as group LASSO (Yuan and Lin
2006) or group HL (Lee et al. 2015a, 2017b) to the general frailty models would be
an interesting future topic.

7.7 Appendix

7.7.1 Derivation of Score Equations (7.9) for Variable
Selection

Given the frailty parameter o, the MPPHLES of (3, v) are obtained by solving the
estimating equations,
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oh,  Oh, ’ )
=——n) [J,,(GD]I=0 (7.14)
and O,  Oh
LA A 7.15
ov ov ( )

Here, (7.14) is an adjusted estimating equation induced by adding the penalty term,
whereas (7.15) is the same as the standard estimating equation without penalty.
However, with the three penalty functions considered in (7.6)—(7.8), J, ,, () in (7.14)
becomes non-differentiable at the origin and it does not have continuous second-
order derivatives. These lead to a difficulty in solving (7.14). Thus, we use a LQA
to such penalty functions. That is, given an initial value 3’ that is close to the true
value of 3, the penalty function J, ,,() can be locally approximated by a quadratic
function as

[y (8;D) = T, (18 Dsgn(18;1) ~ (], (1B D/1B1}3; for B; ~ 5.

Then, from (4.35), the negative Hessian matrix of § and v based on /4, can be
explicitly written as a simple matrix form:

0%h, XT"W*X +n%,, XTW*Z

H(hy; 3, U)——W— (ZTW*X ZTW*Z+Q)’ (7.16)

Following (4.37) and (7.16), we can show that given ¢, the MPPHL equations of
(3, v) become (7.9). O

7.7.2 Derivation of the Standard Error Formula (7.12)

Now, we are interested in computing an approximated covariance estimate of B For
this we consider a further penalized profile h-likelihood after eliminating v from 4,
in (7.5), defined by

p
ho(B,0) = hylois = h* = n >~ T, 0 (18;D, (7.17)
j=1

where h* = fl*(ﬁ, a) = h,(B, o, v)|y=s. In the frailty models, the regression para-
meters [ and frailty parameter o are asymptotically orthogonal (Lee and Nelder
199A6; Ha and Lee 2003; Ha et al. 2011). Therefore, to estimate the covariance matrix
of ( only, we do not have to consider the information loss caused by estimating a.
Thus, the SEs of B are obtained from the following sandwich formula (Fan and Li
2002; Cai et al. 2005) based on ﬁv in (7.17):
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cov(B) = H(hy; B)~'cov(Oh, /OB H (hy: /)", (7.18)

where H(h,; ) = —0%h,/03* = Hss + nS,.,. Here, Hyy Hh; B) =

—0%h/0B2 is explicitly computed as follows:

Hgp = {(_azhp/aﬁz) - (_82}117/8581))(_82hp/avz)(_82hp/avaﬁ)}|v=f)
={(X"WX) = X"W*2)(Z"W*Z + Q)" (Z"W* X))} y=s,

since 8?1/8ﬁ = {(Oh,/08) + (Oh,/0v)(0V/00)}|,—; (Ha and Lee 2003; Ha et al.
2010). Here, we use Hpg to estimate cov((')flv/aﬁ). O

7.7.3 Variable Selection via the Penalized Marginal
Likelihood

For the gamma frailty, the variable-selection procedure is straightforward as in
the log-normal frailty. To estimate the frailty parameter «, which is the variance
of the gamma frailty, Ha et al. (2014b) used the second-order approximation,
sy(hy) = py(hy) — F(h), where F(h) = f’:l{—Z(ofl + Zi 5,-1-)’1}. The cor-
responding marginal likelihood procedure is also available because it has an explicit
form. Ha et al. (2014b) found out via simulations that in the gamma frailty model,
the h-likelihood and the marginal likelihood approaches based on the SCAD and HL.
provide similar results and perform well.

Now, we outline a penalized marginal likelihood method. Consider maximizing
a penalized profile marginal likelihood m,, (Fan and Li 2002), defined by

p
my(B, a) = m(B, o) —nzﬁ,,w(lﬁjl), (7.19)

j=1

where m (3, o) = m(3, Ao, Ay =3, and :\0 solves Om/0Ag = O (Andersen et al.
1997; Ha et al. 2001). The likelihood m,, in (7.19) requires m which often involves an
intractable integration, except for the gamma frailty model. Notice that in the gamma
frailty, the formula (3.10) of Fan and Li (2002) omitted an extra term log I' (6~ 4 §,,)
in m,,, which was also pointed out by Androulakis et al. (2012). The standard errors
of B corresponding to (7.19) are obtained from a sandwich formula:

cov(B) = (Mys +nZ.) " cov(di /9B Mgz +nZ,)

where M3 = —0%1i1/93%. We use M5 to estimate cov(9rm/03). To compute M5
in gamma frailty model, we also use Hpg in (7.18) since, given o, Mg is the same
as Hpg (Ha et al. 2001, 2010). To choose (v, w), we use the BIC corresponding to
(7.13), defined by
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BIC(y, w) = —2:(3, &) + ¢* (7, w) log(n),

where e* (v, w) = tr{(Mpg+n Z%w)’l Mg} with Mg = —0%i /93 is the effective
number of parameters (Fan and Li 2002; Ha et al. 2007a). Note here that Fan and
Li (2002) and Androulakis et al. (2012) have used the GCV method for the optimal
choice of v, which can not select the tuning parameters satisfactorily (Wang et al.
2007; Fan and Lv 2010; Zhang et al. 2010). [



Chapter 8
Mixed-Effects Survival Models

The frailty model accounts for dependence between survival times, by including a
random effect acting multiplicatively on the individual hazard rate. The linear mixed
model (LMM) has been introduced as an alternative in which the random effect acts
linearly on each individual survival time. Thus, the fixed effect describes the mean
survival time. The accelerated failure-time (AFT) random-effect model is the LMM
under the log-transformation of survival time, an extension of the AFT model in
Sect.2.4. Various methods to obtain the MLE have been developed, but they tend to
be computationally intensive, e.g., the EM (Pettitt 1986), Monte Carlo EM (Hughes
1999) and Newton—Raphson method (Klein et al. 1999). In this chapter, we show
that the h-likelihood approach provides a conceptually simple, numerically efficient,
and reliable inferential procedure for the LMM. Here, we present the h-likelihood
methods for the LMM with censoring, mainly under the AFT models.

8.1 Linear Mixed Model with Censoring

Under Assumptions 3 and 4 given in Chap. 4, consider the AFT models with random
effects: fori =1,...,qand j =1,...,n;,

log T3; =X,-Cﬁ + Ui + €, (8.1

where x;; = (xjj1, ..., xij,,)T is a vector of the fixed covariates, Jisa p x 1 vector
of the fixed effects, and U; ~ N (O, 0’5) and €;; ~ N(O, 052) are independent. Here,
the dispersion or variance components o> and o2 stand for variability between and
within individuals, respectively. Note that E(log T;;) # log E(T;;), so that care is
needed in transforming conclusions based on a log-scale E(log T;;) back onto the

original scale E(T;;).
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8.1.1 Estimation Procedure

Inferential procedures are well developed for the LMM as shown in Chap. 3. However,
those procedures cannot be directly applied to the AFT model because of censoring.
The observable random variables for the AFT model are

Y,‘j = mm(log T,‘j,lOgC,‘j) and 6ij = I(TU < Cij)-

e Pseudo-Response Variable

Because of censoring,
EYi;|Ui = u;) # pij,

where Hij = E(lOg T,J|U, = l/t,') = xgﬁ —+ u;.
Buckley and James (1979) proposed using the pseudo-response variable Yi’; for
the linear model under censoring. Here, we want to extend their method to the AFT

model. Define

Y = E(log T;;|Yij, 6ij, Ui = u;)
= Y;j0;j + E(log T;;|log Tj; > Yij, U; = u;)(1 — 6;j).

In Appendix 8.6.1, we show that

E(Y;|U;i = u;) = Elog T |U; = u;)
= . (8.2)

Let y;; be the observed value for Y;; and let yl.*j = Yl’j lv,;=y; be the pseudo-response
variables, computed based upon the observed data Y;; = y;;. Explicit formulae can
be obtained under certain models. Suppose that

log Ti;1U; = u; ~ N(uij, 00).

Let V()= #(-)/®(-) be the hazard function of N (0, 1), where ¢(-) and ®(-)(= 1 —
®(-)) are the density and cumulative distribution functions of N (0, 1), respectively,
and ( )
gy = Q5= ).
0—6
Then,

E(log T;j|log T;; > yij, Ui = u;) = {tf @|UN}Y/ S (yij)de
= [ {(uij + o))}/ P(m;j)dz

mij
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o0
= sy + o/ Bm) [ 2001z
= wij +0ocVimg;),
where we use gb' (z) = —z¢(z) at the last step. Thus, we have the pseudo-responses

Y = 2ij0i; + iy + oV mi)} (1 = 6;)). (8.3)

e H-likelihood Procedure

Under Assumptions 3 and 4, the h-likelihood for the AFT model, denoted by 4, is
defined by

h=h(B, ol 00)=> Luj+ > . (84)
ij i

where
Ciij = LB, 025 yij, 0ijlui) = — 6;;{log(2ma?) +(m;;)*} /24 (1—6;;) log{® (m;))}

is the logarithm of the conditional density function for Y;; and ¢;; given U; = u;,
and £y; = £y; (05; u;) = — {10g(27705) + (u?/aﬁ)}/Z is the logarithm of the density
function for U;. Then, the estimation procedures are as follows.

(1) Estimation of the fixed and random effects

Given the dispersion components § = (02, 02), the MHLEs of 7 = (87, u”)T with

u=(uy,...,u,)" are obtained by solving
g—g = Uif;[&‘jmij +(1 - 5,~,~)V(m,~,~)]x,1,-k =0Gk=1,....,p) (85
and
g—i = éZ[&;mi; + (1 - §,~j)v(m,~j)] - %ui =0G=1,....q9). (86)
j u

In Appendix 8.6.2, we show that the h-likelihood yields the IWLS estimating
equations. Note here that in the AFT model, we can use the IWLS equations because
W* is the non-singular diagonal matrix:

XTWex XTW*Z B\ _ (XTwrw* @7
zZtw*x z'™w*z+ o) \u)  \zTww* )’ :

where W* = W/af, W = diag(w;;) is the n x n diagonal matrix with the ijth
element
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wij = 6 + (1 = 6;))&(m;j)

with E(m;j) = V(mi){V(m;j) — my;}, Q = —9%0,/0u® = 1,/02, and w* is the n
dimensional vector with

wi; = i + w0 — )

Note that the asymptotic covariance matrix for 7 — 7 is obtained from H ', where

O%h T W7 * T v *
He—m = (Jrwex 2iwez o) 59)
O, u)? Z"W*X Z'W*Z+4+Q
Thus, the upper left-hand corner of H~! gives the variance matrix of E;
var(3) = o2(XT2 7' x)7" (8.9)

where & = W + A1 ZZT with A = 02 /02.

Let
X Z w* 0
P:(Olq)and V=(0 Q)’

Then, as in Chap. 3, the IWLS Eq. (8.7) again reduce to a new simple matrix form
PTVP)7 = PTVy,, (8.10)

where yo = (w*”, 07)7. In AFT models, the IWLS equations are numerically effi-
cient, so that the ILS equations are not necessary. Note here that H = PTVP. The
estimating Eq. (8.10) can be also viewed as the IWLS equations from an augmented
weighted linear model:

yo = P71 + €*,

where the error term €* ~ N(0, V™).

Note that when there is no censoring (W = I,,), the IWLS Eq. (8.7) become the
usual Henderson’s (1975) LMM equations using data y;;, and that both y* and W in
(8.7) depend on the censoring patterns.

(2) Estimation of dispersion parameters

To estimate the dispersion parameters 6 = (062, 05)7, we use the restricted h-
likelihood p,(h) with 7 = (37, u”T)T from the Eq.3.9. The estimating equations
for 0,
Op-(h)
= 0’
00

yield the REMLEs for 02 and o2 (Appendix 8.6.3), given by
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3]

~ SOF = g)? ~ U
02 = 2.4 ~ Iy and J,%:Z’u’, (8.11)
no—(p+q—) q9—m

where [1;; = X; ﬂ + u;, and ng, 70, and 7 were defined in Appendix 8.6.3. Note
that when there is no censoring (W = I,)), the two REML estimators (8.11) become
those for the LMM in Chap. 3.

(3) Fitting algorithm

Step 0: Obtain the initial estimates 7 and Gof rand 6 by treating censored observa-
tions as uncensored, 1 e., by taking y* = y.

Step 1: leen vyt = y and 6 = 6, new estimates T are obtained by (8.7), and then
given these y and 7, new estimates 6 are obtained by (8.11).

Step 2: Repeat Steps 0 and 1 until the maximum absolute difference of the previous
and current estimates for 7 and ¢ is less than 107>, After convergence, we compute
the estimates of var(() in (8.9).

Remark 8.1 (i) Since we cannot observe all the yl.*j’s, the unobserved yl.*j’s are
imputed; for example in (8.11), using the estimates of other quantities, we have

where 11;; = x; /6’ +u; and m;; = (yij — Hij)/0.. Replacing y}; by ﬁ increases
the variance of ﬂ In our algorithm, this variance increase, caused by censoring, is

reflected in the REML estimation of 0 via ng, 9, and 7y, defined in Appendix 8.6.3,
so that our variance estimator, var(ﬁ) in (8.9), works reasonably well (Ha et al. 2002).

(ii) This algorithm is fast and almost always converges except for very few cases
with heavy censoring in a small sample (e.g., 80% censoring in ¢ = 20 pairs). We
have also observed by simulation studies (Ha et al. 2002, 2007b) that our procedure
for the LMM is robust against violations of the normal assumption if the censoring
rate is not too high.

8.1.2 Comparison with Other Methods

From the expectation identity (8.2) for Y%, we see that the h-likelihood method
implicitly implements the EM-type algonthm by imputing Y. Pettitt (1986) devel-
oped an EM algorithm using the pseudo-responses without cond1t10n1ng Ui = u;,

ie.,
E(log T;;|Yij = yij, 6ij) = yij6ij + E(log Tj;|log Tj; > yi;)(1 — d;5).

However, due to some difficulty in evaluating E(log T;;|logT;; > y;;) with-
out conditioning on U; = u;, the method was limited to handle the univariate
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random-effect model only. Hughes (1999) avoided the integration in evaluating
E(log T;j| log T;; > y;;) by using the Monte Carlo method, which, however, requires
heavy computation and extensive derivations in the E-step. Moreover, these marginal
methods require a numerical integration which becomes intractable as the number
of random components increases. Thus, the advantage of using the conditional form,
derived from the h-likelihood, is immediate.

The random-effect model has been able to be fitted using the SAS procedure
PROC NLMIXED; for the model statement, it is only necessary to specify a general
likelihood function, the ¢; term in the h-likelihood (8.4), with the response variable y.
However, this marginal likelihood method is based upon Gauss—Hermite quadrature
(GHQ), which may not handle nested or crossed random effects in general when a
high dimensional integration is necessary (Wolfinger 1999).

Lee and Nelder (2001a) showed that in the LMM, without censoring, the h-
likelihood method provides the MLEs for the fixed effects (using Henderson’s (1975)
equations) and the REMLEs for the dispersion parameters. Now we see that for the
LMM with censoring, it implicitly implements an EM-type algorithm by imput-
ing unobserved responses log T;; with E(log T;;1Y:; = ij, 6;j, Ui = u;) in the
estimating equations: see Eqgs.(8.7) and (8.11). Thus, this h-likelihood method is
straightforwardly extended to the models with many random components. By using
the h-likelihood, the numerically challenging E-step or numerical integration can be
avoided by automatically imputing the censored responses to y;’.

Example 8.1 (Skin grafts data) Batchelor and Hackett (1970) presented a small data
set of 16 severely burned patients treated with skin allografts. They received skin
allografts from one to four donors who may match closely or poorly with the patient’s
human lymphocyte antigen (HLA) tissue type. The survival outcome was time in days
to rejection of the allograft because of an immune response by the patient. Survival
times of some allografts were censored by the death of the patient. Survival times
from the same patient are correlated because they depend on the degree of HLA
matching between the patient and the donor and on the unobserved strength of the
patient’s immune response.

Now we analyze the closely and poorly matched skin graft data on 11 burned
patients, presented in Table 8.1, by using the AFT model ( = 1,...,11; j =1, 2):

log Tij = fo + Bixij + Ui + €ij,

Table 8.1 Survival times (days) of closely and poorly matched skin grafts on the same patient,
adopted from Batchelor and Hackett (1970)

Case |4 5 7 8 9 10 11 12 13 15 16
Close |37 19 57% 93 16 22 20 18 63 29 60*
Poor |29 13 15 26 11 165 |26 21 43 15 40

4Right censoring observation
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Table 8.2 Results from fitting the univariate random-effect LMM to the skin graft data

~ -~

Method Bo SE B SE o2 o2

EM 3.305 0.150 0.253 0.082 0.148 0.167
GHQ 3.298 0.146 0.247 0.080 0.136 0.165
HL 3.298 0.154 0.247 0.085 0.153 0.182

EM, Pettitt (1986) results using the marginal EM method;
GHQ, SAS PROC NLMIXED using the marginal GHQ method;
HL, the h-likelihood method

where x;; is a fixed covariate indicating 1 for close match or —1 for poor match.
Table 8.2 shows that the three methods (EM, GHQ, and HL) give virtually identical
fixed-effect estimates. Here, the results for Bl including the SE indicate that the close
match significantly prolongs the time to rejection than the poor match does. For the
dispersion estimation, the EM and GHQ methods give the marginal ML estimates,
while the HL method gives the REML estimates for o2 and o?. As expected, the
REMLEsS in Table8.2 are slightly larger than the two MLEs, resulting in larger
standard error estAimatAes fog\ the fixed-effect estimators. However, for the estimated
correlation p = 02 /(02 + 02), the three methods give similar results; 0.53 for EM,
0.55 for GHQ, and 0.54 for HL. Thus, the h-likelihood approach is preferred because
it is efficient and can be easily extended to the multicomponent models. In addition,
the HL results are presented in Sect. 8.4, together with the R codes. [

8.2 Multicomponent Mixed Models with Censoring
8.2.1 Model and Estimation Procedure

e Model

For the purpose of illustration, we use the CGD data in Sect. 1.2.3. Let T;;x be the
infection time for the kth observation from the jth patient in the ith hospital. Let
U; be the unobservable random effect for the ith hospital and let U;; be that for the
Jjth patient in the ith hospital. On a log-scale of the infection times, we consider a
two-component LMM

log T; =x,-§kﬁ + U +U;; + €iji, (8.12)

where x;jx = (Xijkt, ..., Xijkp)| are the covariates, 3 = (fi,...,3,)" are the
fixed effects, and U; ~ N(O, 012), U;; ~ N(O, a%), and €, ~ N(O, Jf) are
mutually independent error components. This model allows an explicit expression
of correlations between recurrent infection times;


http://dx.doi.org/10.1007/978-981-10-6557-6_1

206 8 Mixed-Effects Survival Models

0 if i £i,

ol ifi=i,j#j,
0%+0§ ifi=i,j=j,k#k,
U%+J§+J?ifi:i’,j:j/,kzk/.

cov(log Tjjx, log Ty juy) =

Thus, the intra-hospital (p;) and intra-patient (p,) correlations are defined as
p1=01/(07 +03+02) and py = (0} +03)/(0} + 05 + 2). (8.13)
Here, the observed responses are
Yijx = min(log Tjjx, log Cijx) and 6;jx = I(Tjjx < Ciji)-
Leti =1,...,q1,j=1,...,r,and k = 1,..., n;;, where g is the number of
hospitals, r; is the number of patients in the ith hospital, and #;; is the number of
recurrent infection times for the jth patient in the ith hospital. Let g, = >, r; be the

number of patients, ¢ = ¢q; + ¢» be the total number of hospitals and patients, and
n=7; ; nij be the total number of observations.

o Extension of the h-likelihood
Here, the h-likelihood is defined by

h=h(B,01,03,.00) = > Loje+ DL+ D Laij, (8.14)
ij

ijk i
where

Coijic = Loijk (B, 023 yijks Gijilui, uij) = — GijpdlogRma?) + (mije)*}/2
+ (1 = diji) log{l — @ (myj1)}

is the logarithm of the conditional density function for Y;j; and d;x given U; = u;
and U ij = Uij,

b = Gi(0ts u;) = — {log2mo)) + (7 /o1)}/2
is the logarithm of the density function for U; and
byij = Ezi,-(oi; uij) = — {log(2703) + (u,-zj/aﬁ)}/Z
is that for U;;. Here, m;jx = (yijx — pijr)/oe and
wijr = E(log Tijx|U; = u;, Uiy = u;j) = ngﬁ +ui + ujj.

Because
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EYijUi = u;, Uij = u;j) # Wiji,
the h-likelihood method implicitly uses the pseudo-responses given by

Vi = Eog TijilYijk = Yijks Oijis Ui = ui, Uij = uij)
= YijkOijk + Aijx (1 = 6ijx),

where
Ajjr = E(log Tijillog Tijx > yijk, Ui = u;, Uiy = uij) = pijk + oV (mgji).

Note that
E(5lUi = ui, Uij = uij) = puijk.

Thus, the h-likelihood procedure in Sect.8.1 is straightforwardly extended to the
multicomponent LMM, as shown in Appendix 8.6.4.

8.2.2 Application to the CGD Data

In the CGD study, the recurrent infection times for a given patient are likely to
be correlated. However, since each patient belongs to one of the 13 hospitals, the
correlation may also be due to a hospital effect. This data set was previously analyzed
in Chap. 5 using the multicomponent log-normal frailty models with a single covariate
x;jk (= 0 for placebo and = 1 for gamma interferon).

We consider the following four models:

M1: (63 = 0, 03 = 0), regression model without random effects,

M2: (¢35 = 0, 07 > 0), one-component model without patient effects,

M3: (07 = 0, 05 > 0), one-component model without hospital effects, and

M4: (07 > 0,03 > 0), two-component model requiring both patient and hospital
effects.

The results from these LMMs are given in Table 8.3. Ignoring important random
components may render invalid many of the traditional statistical analysis techniques
(Goldstein 1995). For testing the need for a random component, we use the LRT
(difference in —2p,(h) in Table8.3) based upon the restricted likelihood p. (k).
Because such a hypothesis is on the boundary of the parameter space, as shown in
Sect.4.3.2, the critical value is x3, for a size « test.

Here, M4 D M3 D M1 and M4 D M2 D MI. The difference in the restricted
likelihood between M3 and M4 is 0.45, which is not significant ata 5% level (X%,o,m =
2.71), indicating the absence of the random hospital effects, i.e., accepting the null
hypothesis of 07 = 0. The difference between M1 and M3 is 8.92., indicating that the
random patient effects are indeed necessary (i.e., 5 > 0). The difference between
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Table 8.3 Analysis results from the multilevel LMM for the CGD data

Model Bo B o 72 o2 —2p,(h) | tAIC
(SE) (SE)

Ml1: LM 5.428 1.494 | — — 3.160 42652 |428.52
(02 =02 =0) (0.185) | (0.322)

M2: One-component| 5.594  [1.470 0294 |— 2872 |422.00 |426.00
(02> 0,02 =0) |(0.249) |[(0.313)

M3: One-component| 5.661 1.237 — 0.722 2.163 417.60 |421.60
(02 =0,02>0) |(0.202) |[(0.331)

M4: Two-component| 5.698 1.255 0.067 0.710 2.185 417.15 |423.15
(0? >0,03 >0) [(0.220) [(0.334)

M2 and M4 is 4.85(> 2.71), also indicating 0’% > 0. The rAIC(= —2p.(h) + 2df,)
also chooses M3 as the final n/pde/l\. With the model M3, the estimated intra-patient
correlation in (8.13) is p = 03 /(03 + (;2) = 0.250 and 3; = 1.237 (SE = 0.331),
implying that gamma interferon significantly prolongs the recurrent infection times.

8.3 The AFT Models with LTRC

In this section, we investigate a genetic LMM for twin data with LTRC (Left Trun-
cated Right Censored). Twin studies are the most widely used methods for quantify-
ing the contribution of genetic and environmental factors on traits such as behavior
or disease susceptibility. To do this, data on monozygotic (MZ) and dizygotic (DZ)
twins are required (Neale and Cardon 1992) and they are analyzed using the random-
effects models that allow for separating the genetic effect from the environment effect.
Here, we are interested in the genetic analysis of age-at-onset traits using the LMM,
with a specific application to the analysis of life span using the correlated survival
data from twins.

The genetic LMM often encounters the LTRC problem, occurring during the data
collection for the twin studies. That is, some twins may only be observed at a certain
time (not the time origin of interest) and they may be still alive at the end of follow-up.
We also show that the h-likelihood procedure results in a simple and fast computation
in the analysis of large survival data sets with LTRC, such as one from Swedish Twin
Register.

8.3.1 The Swedish Twin Survival Data with LTRC

The Swedish Twin Registry is the largest population-based twin registry in the world
and includes various information about life span and disease status, etc., for the twins
born in Sweden since 1886. Table 8.4 briefly presents the structure of survival data
on life spans of a few twins in the Twin Registry. For the purpose of analysis, the
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Table 8.4 Survival data in the Swedish Twin Registry, born since 1886

Number | Pairid | Zygalg | Birthday Dead Death.date Eff.date Sex
1 11 2 06JAN1900 |1 03JAN1987 2
2 11 2 06JAN1900 |1 15DEC1990 2
3 12 2 07JAN1900 |1 23DEC1982 2
4 12 2 07JAN1900 |1 20FEB1994 2
17 21 1 01JAN1926 |0 30AUG1997 |1
18 21 1 01JAN1926 |0 30AUG1997 |1
19 22 4 01JAN1926 |0 . 21JUN2000 |1
20 22 4 01JAN1926 |1 15MAY 1991 | . 2
21 23 2 01JAN1926 |0 . 03JAN2002 |1
22 23 2 01JAN1926 |1 13MAR1993 1

78205 | 244782 30DEC1958 13JUL2002

2 0 1
78206 244782 |2 30DEC1958 |0 02SEP1999 |1
78207 | 244783 |2 31DECI1958 |0 06JUN2000 |1
78208 | 244783 |2 31DECI1958 |0 02FEB2001 |1
78209 | 244784 |4 31DECI1958 |0 . 21MAY1999 | 1
78210 | 244784 |4 31DECI1958 |0 . 30AUG1997 |2

Number, number of twins; Pairid, ID of twin pairs

Zygalg, 1 = MZ and 2[4] = DZ same[opposite] sex

Dead, censoring indicator (1 = dead, 0 = alive)

Death.date, the date of death; Eff.date, the latest follow-up date
Sex (1 = male, 2 = female)

twins data are often divided into three different age cohorts: old, middle, and young
cohorts. To make use of sufficient number of endpoints, we consider the old cohort
only (Yashin et al. 1999). This cohort consists of all same-gender pairs born between
1886 and 1925, where both members of the pair were alive and living in Sweden in
1959. The survival outcome is defined as time to death from any cause (in years).
The data are left truncated because both members of a twin pair had to survive until
1959, the beginning of follow-up; the left truncation time is thus calculated as (Jan
01, 1959 — birthday)/365. If an individual is still alive at the end of follow-up, the
survival time is right censored; in this case, the date of death is replaced by the latest
follow-up date.

The data used in the analyses are summarized in Table 8.5 and categorized accord-
ing to the censoring status. The subgroups have the censoring rates of about 20
to 30%. For example, the censoring rate in male MZ twins is 19%, calculated by
(313 +2 x 159)/(2 x 1646). The table shows that there are more female than male
twins, which may be explained by the longer female life span. The ratio of MZ to
DZ twin pairs is about a half: MZ = 3653 versus DZ = 6796, as described in other
studies (Sham 1998, pp. 189).
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Table 8.5 Composition of the old cohort of the Swedish twin survival data by sex, zygosity, and

censoring status

8 Mixed-Effects Survival Models

Data One Both None Total
censored censored censored (pairs)

Males

MZ 313 159 1174 1646

DZ 620 258 2074 2952

Females

MZ 450 396 1161 2007

Dz 931 686 2227 3844

Total 2314 1499 6636 10449

8.3.2 The Model

Consider modeling a direct relationship between survival time and covariates includ-
ing observed or unobserved factors. Let 7;; be the survival time (e.g., age at death)
for the jth member of the ith twin pair, which is subject to only partial obser-
vation due to LTRC variables (L;;, R;;), assumed to be independent of 7;;’s (Lai
and Ying 1994). Here, L;; and R;; are left truncation and right censoring vari-
ables, respectively. Let ¥;; = min(log 7;;, log R;;) be the observed survival time,
0;j = I(Ti; < R;j) be the event indicator, and B;; = logL;; be the truncation
time. For the LTRC data, one observes (Y;;, d;;, B;;) only when Y;; > B;;. Thus, the
corresponding observed data consist of n observations (y;;, d;;, b;;) with y;; > b;;
i=1,...,q, j=1,2, n =2q).

Let g;; and ¢;; be the random genetic and shared environment effects for the jth
individual in the ith twin pair, respectively. Because T;;’s are positive-valued and
likely to be skewed, we use log T;; as the response. Now, we consider the LMM with
two random effects; fori =1,2,...,gand j = 1,2,

log T = x/\8 + gij + cij + €ij (8.15)

where g;; ~ N(0,07), ¢;j ~ N(0,02), and ¢; ~ N(0, o) are mutually indepen-
dent error components. The last error component can be interpreted as an unshared
environmental component. Now we want that between-pair genetic and environment
effects are independent, but within-pair effects are not. If the ith twin pair is MZ
(denoted by MZ;), we may have (Sham 1998, p. 189)
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corr(gi1, giz) = 1 and corr(ciy, ¢i2) = 1,

and if it is DZ (denoted by DZ;), we have
corr(gi1, gi2) = 0.5 and corr(c;q, ¢;2) = 1.

It is this discrepancy in the genetic correlation between MZ and DZ twins that allows
us to separate the genetic factor from the common environmental factor. It is also
useful to reexpress the parameters accordingly; let v;; = g;; + cjo for j = 1,2,
where c;o(= ¢;1 = c¢;7) denotes the common environmental effect for the ith twin
pair. Then, we have
2

p = corr(viy, vi2) = 0122——'—026,
o + o;
where 015 = cov(gi1, gi2). Note that p = 1 for MZ; and p = (0.50; +072)/(0; +07)
€ [0.5, 1.0] for DZ;.

For the sake of interpretation, it is convenient to define the quantity

0.2

h2_ g
9 2 2 27
O'g-f-O'C + 07

known as heritability, which measures the importance of genetics relative to other
factors in explaining the variability of a trait in a population (Sham 1998, p. 212).
As shown in Appendix 8.6.5, the two random component in the LMM (8.15) can
be reexpressed as follows:
log T = x/\8 + zj]ui + e (8.16)
where zj; is the jth component of Z;(p) in (8.37), u; ~ N(0, o2Iy) with 02 =
05 + o2. Here, I is the k-dimensional identity matrix such that k = 1 for MZ; and

k = 2 for DZ;. Now, the model (8.16) can be used for inference on the parameters
in model (8.15) through the h-likelihood method described in Sect. 8.1.

8.3.3 Estimation Procedure Under LTRC

Here, the h-likelihood for model (8.16) under LTRC is defined by

h=h(B, 0% 0 p) = zﬂhj + Zﬂzi,
ij i

where
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Ciij = €1 (B, 02, ps yijs Oij bijlui, yij > bij)
= — §;j{log2ma?) + (mij)*}/2 + (1 — ;) log{1 — ®(m;;)}
—log{l — ®(m;)}

is the log-conditional density of (Y;;, ¢;;, B;;) given u; and ¥;; > B;;, and
Uy = €y (025 u;) = — {logdetQRmo? ) + (u! u; /o?)}/2
is the log-density of u;. Here, m;j = (yij — p1ij)/0c, mj; = (bij — j1ij)/0c, and
wi; = E(og Tijlu;, Yi; > Bij) = xigﬁ + ziju,-.

Given the dispersion parameters § = (02, 02) and p, the MHLEs of 7 =

(BT, u")" withu = (uy, ..., u,)" are obtained by solving the score equations
oh 1
i in<,~|6,»,-m,-,- + (1= 6;)V(my) — V<m:;>]= 0 (8.17)
ij
and
on 1

1
ZZZ‘[5ijmij+(1_6ij)v(mij)_v(m?j)] —Sui=00=1....9).
o

o o :
(8.18)
The two MHL Egs. (8.17) and (8.18) can be simply written as

1 *
= 2% (yij - uu)z 0, (8.19)
i)

and

—ZZZ,-,»(y,»,—uU) — Sui=0G=1...q), (8.20)
Ue j UU

by using

Vi = Yij6ij + {pij + o Vi) (1 = 6;5) — ocV(my)),
which is an extension of the pseudo-responses under right censoring in the previous
section to the LTRC case.

e A fast computational method for large data

The score Egs. (8.19) and (8.20) have the same form as those for the LMM in (8.25)
and (8.26) in Appendix 8.6.1, which is for the right censoring. Therefore, with a
moderate sample size, it is straightforward to fit model (8.16) by using the standard
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h-likelihood methods described in the previous two sections. However, for large data
sets such as the Swedish twin data used in Sect. 8.3.1, the dimension of the model
matrix Z* of random effects u increases with ¢. In this case, it would be difficult to
apply the standard h-likelihood procedure directly.

A simple and fast computational method using a partition matrix approach has
been developed (Ha et al. 2007b). First, assume that p is known. Given § = (02, 02)7
and y* = (v}, y5)", the MHLEs of 7 = (87, u”)" are obtained by solving the
following two score equations iteratively:

(zxfx,-)a= S x-S Xz, s21)

ZTZ + N =27y = ZTX B (i=1,....q). (8.22)

The derivations of (8.21) and (8.22) are given in Appendix 8.6.6. A fast computational
procedure for the asymptotic variance of 3 is also given in (8.43).

To estimate the dispersion parameters 6 = (Uf, ag)T, p-(h) canbe used. However,
the inverse of D(h, 7) = — 0*h/07* could be computationally intensive for large
samples because the REMLEs from p (k) are asymptotically equivalent to the MLEs
from p, (h) (Noh and Lee 2007). Furthermore, the inversion of D (h, u) = —8%h/0u?
in p,(h) is very simple because D(h, u) = Ha/o?, where Hyy = Z*T WZ* + A in
(8.42), is a diagonal matrix.

So, the resulting MLEs for 03 and 03 by using p, (h) are given by

* _ 7702 o e
o2 = 2405 = )" 5ozl (8.23)
ny — (g* — ) q*—m

where

no = > _[wi; — 2{(f; — wij) o}V (m})],
ij

Yo = o’trace{Hy ' (OH»/00?)},

"M = —Ugtrace{sz_l(8H22/8012))}.

Appendix 8.6.3 gives the formulas for 9 H»;,/ 8052 and OH,,/ 805, and the trace terms
in 7 and -y, are easily calculated using the partition matrix. Note that since we
cannot observe all of the yl.*j ’s due to the LTRC, we update them by using ;.*j, in each
iteration.

The fitting algorithm is summarized as follows:
(Step 1) Given p and hence L; (p), estimate T and § = (02, 02)T using (8.21), (8.22),
and (8.23).
(Step 2) Given 7 and 0, estimate p by maximizing p, (h).
(Step 3) Iterate (Step 1) and (Step 2) until convergence is achieved.
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After convergence, we compute the estimates of 05 and af, from (8.38) and those
of var(() from (8.43), respectively.

8.3.4 Application

In this section, we use the twin data presented in Sect.8.3.1 as an example.
o Estimation of probability of left truncation

Table 8.6 shows the extent of left truncation of the old cohort. First, the probability
p of left truncation is calculated as follows. When the ith (i = 1, ..., 10449) twin
pair was born in year L (for L = 1886, ..., 1925), we have that, for j = 1,2,
p = P(I;; < B;),where B; = 1959 — L;. However, for the ith twin pair, the survival
times 7;; and T}, may be correlated. To simplify the computation, we randomly select
one of the survival times 7;; and T}, and obtain a sample of independent survival
times—say T;—and calculate p = P(T; < B;).

Assuming log T; = Gy + €¢; ~ N (0o, Uf), we can then obtain the estimated values
of p; for example, for males p = 0.22603 at L = 1890, p = 0.03604 at L = 1900,
and p ~ 0 at L = 1910 and at L = 1920. These values are close to zero except
at early birth years. Overall, the estimated ratios of population sizes are somewhat

Table 8.6 Extent of left truncation in the old cohort (M: Male, F: Female)

Data Birth range Birth year D Sample size | Estimated pop
(%) size (%)

M 1886-1895 1890 0.22603 407 (8.9) 526 (11.1)
1896-1905 1900 0.03604 901 (19.6) 935 (19.7)
1906-1915 1910 0.00118 1519 (33.0) 1521 (32.0)
1916-1925 1920 0.00000 1771 (38.5) 1771 (37.3)

Total 4598 4753

F 18861895 1890 0.12402 598 (10.2) 683 (11.5)
1896-1905 1900 0.01252 1210 (20.7) 1225 (20.6)
1906-1915 1910 0.00021 1863 (31.8) 1863 (31.3)
1916-1925 1920 0.00000 2180 (37.3) 2180 (36.6)

Total 5851 5951

M+F 1886-1895 1890 0.16920 1005 (9.6) 1210 (11.3)
1896-1905 1900 0.02293 2111 (20.2) 2161 (20.2)
1906-1915 1910 0.00062 3382 (32.4) 3384 (31.6)
1916-1925 1920 0.00000 3951 (37.8) 3951 (36.9)

Total 10449 10706

D, the estimated probability of left truncation
Estimated pop (population) size x is calculated using x = sample size/(1 — p)
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close to the ratios of sample sizes. Here, the sample size is obtained from the birth
range in the old cohort data of Table 8.5, and the population size x is calculated using
x = sample size/(1 — p).

e Separate analysis

First, we analyze separately the MZ and DZ twins among males and females. Note,
however, that within each zygosity group, the shared environment effect c;; is not
distinguishable from the genetic effect g;;. Thus, in these analyses, from (8.15), we
consider the LMM with only one random component (i.e., one-way random-effect
model): fori =1,2,...,gand j =1, 2,

logTi; = Bo + u;i + «€j,

where (3 is the intercept, and u; ~ N(O, Ulz,) and ¢; ~ N(O, ‘752) are mutually
independent. Here, the random effect u; stands for the pair effect. In particular, this
model provides the within-pair or intraclass correlation of the log survival times,
given by k = 02 /(02 + 02). The results are given in Table8.7. As expected, in both
genders, the estimated correlation % is higher for the MZ twins than for the DZ twins.
The correlations are generally smaller than those (k* in Table 8.7) from Henderson’s
mixed model equation for the LMM without the LTRC information. R
In both genders, the MZ twins have a larger estimated between-pair variance o2
than the DZ twins do. To test the necessity of a random component (i.e., o2 = 0),
we use the LRT based upon the change in the adjusted profile likelihood p, (h), i.e.,
difference in —2p, (k) in Table 8.7. We consider the two models,
(1) E: log T = By + € with O’Z = 0and

Table 8.7 Separate analyses using the between-pair LMM for the old cohort

Data Model Bo (SE) o2 o 7 () —2pu(h)

Males

MZ E 4349 (0.0028) |- 00221 |- —1618.9
BE 4351 (0.0030) |0.0066  |0.0150  |031(0.39) | —1922.2

DZ E 4339 (0.0021) |- 00229 |- 27483
BE 4340 (0.0022) |0.0029 | 0.0199  |0.13 (0.20) | —2890.3

Females

MZ E 4.405 (0.0025) |- 00207 |- ~1326.0
BE 4405 (0.0027) |0.0052 | 0.0154  |0.25(0.34) | —1505.2

DZ E 4401 (0.0018) | — 00214 |- 22539.8
BE 4401 (0.0019) |0.0024 | 0.0190  |0.11 (0.21) | —2651.5

0o, intercept; SE, the corresponding standard error

E,logT :ﬁo+switha§ =0

BE, logT = o + b+ ¢ witho? > 0

K= (72 / (O'Z + (762), within-pair correlation

k*, correlation from Henderson’s mixed model equation for the LMM
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(ii) BE: log T = By + b + € with O'[% > 0.

We see that since the hypothesis Hy: ag = 0 is on the boundary of the parameter
space, the critical value is X%a for a size « test. For example, for the male MZ twins,
the likelihood difference between the E and BE models (B for between) is 303.3,
indicating that the pair effects are highly significant, i.e., 0> > 0. In fact, the pair
effects are highly significant in each subgroup in Table 8.7.

The fixed-effect estimates provide a useful information about life span. As
expected, for both MZ and DZ twins, from the value of BO in the BE model, we observe
that males tend to have shorter life span than females. For example, the estimated
median life span is exp(4.351) = 77.6 years for male MZ and exp(4.405) = 81.9
years for female MZ.

e Combined Analysis

Table 8.8 shows the results from the model (8.15) when MZ and DZ twins are com-
bined within each gender group. We consider the four models,
E, LMM with o, = 07 =0,
CE, LMM with J; =0 and Jf >0,
GE, LMM with O’; > 0 and af =0,
GCE, LMM with 05 > 0and 2 > 0.
To test the necessity of a random component (i.e., 03 = 0 or 0 = 0), we again use
the LRT based on —2p, (k) as in Table8.7. For males, the difference in —2p, (h)
between GE and GCE is 0.00, indicating no evidence of the shared environmental
effects (i.e., of = 0). The difference between CE and GCE is 96.2, indicating that the
genetic effects are highly significant, i.e., 03 > 0. In addition, the difference between
E and GE is 481.9, indicating that the genetic effects are indeed highly significant
with or without random environmental effects. The results for females are similar to
those for males.

For model selection among nested models, we use the testing procedure described
in the above. However, for model selection among non-nested models such as CE
and GE, the following mAIC can be considered:

mAIC = —2p, (h) + 2df,., (8.24)

where df;, is the number of fixed and dispersion parameters, not the number of
random effects. From Table >8.8, for males, the mAIC chooses GE as the best model,
with estimated heritability hg = 26%. For females, the GE model is again best, with
2 =21%.

We then fitted model (8.15) with an additional fixed covariate x;; representing
zygosity (= 1 for MZ; and = 0 for DZ;). The results are in the second block in
Table 8.8; GE models are the best models according to the mAIC. From the estimates
of (31, we observe the following interesting findings:

(i) For both male and female MZ twins, the estimated life expectancy is longer than
that for respective DZ twins;
(i1) For male twins, the MZ tends to have significantly longer life span than for the
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Dz (ﬁl = OQ 11 with SE = 0.0037), but for female twins, the difference is no longer
significant (3, = 0.005 with SE = 0.0033).

Finally, we combined male and female twins data to investigate the pattern of the
expected life span between both genders. For this, we also fitted model (8.15) allow-
ing a different intercept for males and females (i.e., allowing a fixed covariate x;;
representing gender, coded as 1 if the ith twin pair is male and as 0 if it is female), but
forcing common variance parameters. The results are given in Table 8.8, where GE
model was again chosen as the best model. From the estimates of ﬁl , we also found
that males tend to have significantly shorter life span than females (3, = —0.060 with
SE = 0.0024). The estimated variance and heritability parameters are in between the
corresponding values from the separate analyses.

In addition, we conducted model selection using the cAIC in Table 8.8. We define
the cAIC corresponding to the mAIC in (8.24), given by

cAIC = —2¢, + 2df.,

where df, = p is the number of regression parameters. The cAIC selects either the
GE or GCE model as the best model for combined data cases in Table 8.8. However,
care is still necessary for the cAIC because the estimate of random-effect variance
is near zero (02 ~ 0) as in Sect.5.3.

8.4 Software and Examples Using R

8.4.1 Skin Grafts Data: LMM with Censoring

Below are the R codes and results from fitting the LMM with censoring using the
HL method with the skin grafts data in Table 8.1. The R outputs are summarized in
Table 8.2.

HHE# S H AR ES LMM with censoring #########H#SHH#HH#SS
> case<-c(4,5,7,8,9,10,11,12,13,15,16,4,5,7,8,9,10,11,12,13,15,16)
> time<-c(37,19,57,93,16,22,20,18,63,29,60,29,13,15,26,11,16.5, 26,
+ 21,43,15,40)
> status<-c(1,1,0,1,1,1,1,1,1,1,0, 1,1,2,21,21,1,1,1,1,1,1)
> group<-c(rep(l,11),rep(-1,11))
> data_surv<-data.frame (case, time, status, group)
> mlmcl<-jointmodeling (Model="mean",RespDist="AFT",Link="1og",
+ LinPred:SurV(time,status)*group+(l|case),RandDist:"gaussian")
> ress<-mlmfit (mlmcl,data_surv,Maxiter=200)
FHES A H AR Output #H###HHHHHHHHHEH SR
[1] "iterations :"
[1] 46
[1] "convergence :"
[1] 7.759592e-07
beta_h se_beh t_value p_value
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3.2981484 0.15392021 21.427650 0.000000000
0.2472033 0.08463752 2.920729 0.003492136
alpha_h phi_h
[1,] 0.1818075 0.1531119
> ressS$V.Est
[1] 0.1343752 -0.3824222 0.1283264 0.4202422 -0.5016637 -0.2469572
[7] -0.1204953 -0.2327105 0.4602254 -0.1832934 0.5243730

8.4.2 CGD Data: Multilevel LMM with Censoring

In this section, the R codes and results from fitting the multilevel LMM with the
CGD data are provided, specifically the results from the model “M4” in Table 8.3.

HEHFHHHHHHHHHHS Multilevel LMM with censoring ###########
> data(cgd, package="frailtyHL")
> data_surv <- cgd
> mlmcl<-jointmodeling (Model="mean",RespDist="AFT",Link="1log",
+ LinPred=Surv(tstop-tstart,status) “treat+(l|center)+(1|id),
+ RandDist="gaussian")
> res_cgd<-mlmfit (mlmcl,data_surv, Maxiter=300)
FHE# S H AR OUTPUT ##########HHHHH S H RS
[l1"iterations :"
[1]191
[1] "convergence :"
[119.516475e-07

beta_h se_beh t_value p_value
5.696051 0.2215316 25.712141 0.0000000000
1.271542 0.3372314 3.770533 0.0001628992

alphal_h alpha2_h phi_h

[1,] 0.06614283 0.7146174 2.251489

8.5 Discussion

The LMM can be useful in analyzing survival data with random effects. Even for
the single random-effect LMM, the marginal likelihood method leads to a very com-
plicated Newton—Raphson procedure (Klein et al. 1999). The h-likelihood method
provides the marginal MLEs for the fixed effects and the REMLEs for the disper-
sion parameters, based upon an analytic Laplace approximation. Alternatively, the
marginal MLEs can be obtained via numerical methods such as GHQ, as used in the
NLMIXED procedure in SAS orin the g1 1lamm function in Stata (Rabe-Hesketh et al.
2001, 2002). Recently, R packages such as nlme or 1me4 also become available.
However, such numerical methods cannot be applied when the number of random
components, and hence the dimension of the integral, increases.

By using the h-likelihood, troublesome integration can be avoided, giving a com-
putationally fast and statistically efficient inferential procedure for the LMM with
any complex random-effect structure. This procedure can be easily extended to
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crossed structure by taking U;; = U, in (8.12). In the LMM without censoring, the
h-likelihood estimators for the fixed effects are the same as the MLEs, which are well
known to be asymptotically consistent under violation of the normality assumption
and misspecification of the covariance matrix; the REMLEs for dispersions, which
are derived under the normality assumption, are known to be consistent, even if the
normality assumption fails (Jiang 1997). The simulation studies by Ha et al. (2002,
2007b) show that the h-likelihood estimators under censoring are still robust against
various violations of the model assumptions: see also Butler and Louis (1992) and
Verbeke and Lesaffre (1997). The specification of other distributions for U; and e;;
in the LMM (8.1) is also possible under the h-likelihood framework; for example, a
log-gamma distribution for U; and an extreme value distribution for ¢;;.

In the CGD data, the multiple infections are recorded per patient from the same
hospital, so there may be temporal correlations rather than the compound symme-
try correlation within a patient, as in the frailty models used in Chap.5. It would
be interesting to investigate whether an autoregressive structure is necessary. The
LMM approach for analysis of correlated survival data was also reviewed, with an
application to genetic analysis of life span using data from the Swedish Twin Reg-
ister. The results under LTRC in Table 8.8 suggest that the h-likelihood method is
very useful in practice. Furthermore, the h-likelihood approach using y* can also be
easily extended to left censoring (Ha 2008).

Finally, the h-likelihood methods are somewhat robust but fully parametric. An
extension of the h-likelihood method to semiparametric models (e.g., Pan and Louis
2000) would merit future research. It would be also interesting to extend a robust
method (Lai and Ying 1994) for the linear models under LTRC to the LMMs via the
h-likelihood approach.

8.6 Appendix

8.6.1 Proof of the Expectation Identity in (8.2)

From the pseudo-response variable
Y5 = Y0 + E(T;1 Ty > Y, Uy = up)(1 = &),
we obtain the following equation:

EY5|Ui = wi) = E{T;; I(T;j < Cip)|U; = u;}
+ E(E(T;IT; > Cij Us = ) I(Ty; > Cip|Us = w).

Now by the conditional independence of T;; and C;; in Assumption 1, the first term
on the right-hand side (RHS) of the above equation is
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E[T; I(T;; < CipIU; = u;] = E[E{T;; 1(T;; < CipITi;, Ui} |U; = u;]

oo
= E(T;;|U;j = u;) —/ t Gij(tlu) dFij(tlu),
0
and the second term on the RHS is also given by
o0
E{E(T;;|Ti; > Cij,u;) I(Tj > Ci)|U; = u;} =/ t Gij(tlu) dF;j(tlu),
0

where G;;(-|u) and F;;(-|u) are arbitrary continuous conditional distribution func-
tions of C;;|U; = u; and T;;|U; = u;, respectively. Thus, by combining the two
equations, we obtain the expectation identity
E(Y|Ui = ;) = E(T;;|U; = u;)
= ij. O

8.6.2 Proofs of the IWLS Equations (8.7)

For this proof, we use matrix manipulations given in Appendix 4.7.4. First, substi-
tuting (8.3) into the two MHL Egs. (8.5) and (8.6) reduces them, respectively, to

o’ Z(y;f} —~ ,Uij)xijk —0k=1,...,p), (8.25)
ij

and

o—;zz(y;_; —uij) — o u;=0G=1,...,9). (8.26)
J

Let E = (X, Z) and let x be an n x 1 vector with the ijth element y;;. Here, X
and Z aren x p and n x ¢ model matrices for 5 and v whose ijth row vectors are
xﬁ and ziTj, respectively. Then, 1i;; can be expressed as

w=XB+Zu=ET.

The two score equations of (8.25) and (8.26) can also be expressed as

Oh
— =0 2ET(y* — p) + b, (8.27)
or

where y* be ann x 1 vector with the ijth element y; and b = (07, =, *u")".
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Next, from (8.5) and (8.6), we have the negative second partial derivatives with
respect to B and u;:

—0h? _
9505 0% B X Wi X
—Oh? _
00 0u = 0 B wi i,
KUy
—0h? _ _
Tnom = *Xiizijpwizij + oy, (k= 1),
kOu;

where w;; = 0;; + (1 — §;;))§(m;;) with {(x) = OV (x)/0x = V(){V(x) — x}.
Then, the three derivatives above are expressed as a simple matrix form, H, in (8.8)
and it can also be written as
H=ETW*E + F, (8.28)
where F = BD(0, Q) with Q = O'M_zlq.
From 7 = 7 + H~'(0h/07), (8.27), and (8.28), we obtain

(E"W*E+ F)T=(ETW*E+ F)T+ 0 ET(y* — ) +b
=(E"W'E)r +0’ET(y* =) +g
= ETw*w*

since g = FT+b =0 and w* = p+ W~ (y* — ). This completes the proof of
8.7. O

8.6.3 Proofs of the Two Dispersion Estimators in (8.11)

From (8.8), the Hessian matrix H can be written as

&*h  H,
H:H(h’T)Z_ﬁZU_EZ
with
o X'wx X'wz
"=\ z"wx Z'™Wz+52Q)

where W = diag(w;;). Thus, from (3.9) and (8.4), we have
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P+q

~ 1 N
p(h) = h — - log{det(Ho)) + log(2702), (8.29)
where i = hl,—s@ = h(7(0),0) and Hy = Hol,—s9 = Ho(7(0),0) with § =
(02, 02)". Note that in solving dp,(h)/06; = 0 (k = 1,2), we allow the term
ou /96y, not 83/&%. From (8.29), we have

dpr(h) _ 0ty
do2  Oo?

1
=i + 55 {(P +q) = 0} (8.30)
O—E
where E] = Zij zlij’
06/007 =[ —r+ > (mi)*+ D {my;V(mi)}1/Q20d),
ijeDy ijeCo

r = Zij 0ij, mij = (yij — pij)/0e, Do and Cy are the index sets for uncensored

and censored observations, respectively, and vy = Uftrace{ﬁo_ '(0H, / 603)}. Now,
substituting Eq. (8.3) into 9¢;/00? in Eq. (8.30) gives

o, r 1 o5 =) 1
AT A M et = DI
1 1 0

Thus, Eq. (8.30) reduces to

dp-(h) 1 1 Lo .0
902 :—th{no—(p-i-q—%)}‘l'r‘glzj:o_—g(yij_Mij) ) (8.31)

where no=r-—+ ZijEC g(l’;llj) = Zij Wi with Ww;; = (51']' + (1 — 51])6(1’?!1]) Here,
the term OHy/do? in  is calculated as follows:

OH, (XTW'X X"w'z
902 \Z'WX Z'WZ+a.21,)

where W’ = diag(w;;) is an n x n diagonal matrix with the ijth element
wlfj = 8w,-j/8062 = (1 — 6ij)di‘

and dij = af(ﬁz,j)/aaf = {m[j/203 + ajla(ﬁ,/aaf)}V(mu){SmUV(m,j) —
2V2(myj) —m}; + 1}. Similarly, from (8.29)
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dp-(h) 1 1 ﬁf
502 =—ﬁ(q—%)+ﬁzg, (8.32)
where v, = — o2 trace{]@(o_1 (31:10/805)}.

Note that the computation of the terms 81:10 /00y in~yy and ~y; requires evaulating
011 /00y, Now we show how to implement those terms. Letu = (uq, ..., uq)T. Then,
we obtain

Oh —15T —1
— =0, Z'a— D" u,
Ou

where a is an n x 1 vector with the ijth element a;; = 6;jm;; + (1 — 6;;)V (m;;)
and D = diag(aﬁlq) is a ¢ x g diagonal matrix. From the h-likelihood #, given
0 = (02, 0>)T,letu be the solution of f(0) = Oh/Ou|,—» = o' Z"a — D~'u = 0.
First, from 0 f () /0c? = —%a?(ZTZH-ZTWn’i) —0X(ZTWZ+A)(9u/do?) =0,
where m is ann x 1 vector with the i jth element m;; and i = o' (y — X3 — Z),
and A = 02 Q, we have

87’;__1—1 T T o~ ~
M o7 ZTWZ + N ZT @+ Win)).
do? 2

Next, from 0 f(0)/0c? = —D'a — o>(ZTWZ + A)(0u/do?) = 0, where D' =
OD~' /902, we have

o s
— =—02Z"WZ + AN 'D7E.
Oo? e )

These two results can also be obtained using (4.41). Accordingly, application of the
two Egs.(8.31) and (8.32) to the estimating equations dp,(h)/00 = 0 completes
the proof of (8.11). [

8.6.4 H-Likelihood Procedure for Fitting the
Multicomponent LMM

We shall demonstrate that the h-likelihood procedure can be extended to arbitrarily
structured multicomponent (nested and/or crossed) models. Without loss of general-
ity, we consider model (8.12). Let i» be an n x 1 vector with the ijk th element y;y,
ie.,

w=XB+ Zu,

where X is an n x p model matrix for the p x 1 fixed effects 3, Z = (Z, Z,)
is an n x ¢ model matrix for the ¢ x 1 random effects u = (7, u®T)T and
Zu = ZuW + Zou®. Here, Z; (i = 1,2) are an n x ¢g; model matrix for an
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¢; x 1 random effects u®, u'V = (uy,...,uy)" and u® = (MEZ)Tv”"“z(ﬁ)T)T
with "‘52) = (uj1, ..., u[,i)T fori =1,...,q. Lety® be ann x 1 vector with the
ijkthelement y/, .

Given the dispersion parameters 6 = (crf, 0%, o2)T and y*, the score equations
for the MHLEs of 7 = (87, u”)T are directly extended. That is, the IWLS equations
in (8.7) are straightforwardly extended to the multicomponent LMM with Z =
(Z1,Zy), Q = BD(Q1, Q2), and W = diag(w;jx), where wijx = d;jx + (1 —
0ij)E(miji).

The REML estimators for 6 are also easily obtained using the corresponding
restricted h-likelihood p, (k). That is, they are given by

. * _ NT x> e TOT ()
Ao WTWOTEm g 2T ) (833)
" mo—(p+qg—") qi — i

where I = XB + Zu, ny = Zijk Wijk, Yo = o’trace{Hy "' (9OHy/0c?)} and
v; = —o?trace{ Hy~' (OHp/d0?)}. Appendix 8.6.3 gives the formulae for the terms
OHy/0c?* and OH,/do?. Note that since we cannot observe all the y/;’s due to
censoring, we substitute their estimates, say y;*j > in each iteration. [

8.6.5 Derivation of Model (8.16)

From v;; = g¢ij + cijoforj = 1,2, the model (8.15) can be expressed as a simple
matrix form:
logT; = X;B + Zivi + ¢, (8.34)

where T; = (Tj1, Tn)T, Xi = (xi1, xi2)T is a2 x p model matrix for 3, Z; is a
model matrix for v;, €; = (¢;1, €;2)T ~ N(O, af[z), and I, is a2 x 2 identity matrix.
For MZ;, Z; = (1, DT and v;(= v;; = vin) ~ N(O, 03), but for DZ;, Z; = I, and
v; = (vi1, vin)T ~ N(O, 012) ¥;) with a compound symmetric correlation structure

L p
Y, =
p 1
Here,
03 = 05 + Uf, (8.35)
and
O.50§ + Jf

p = corr(vj1, viz) = ; (8.36)

2 2
04+ 0;
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where p € [0.5, 1.0]. The use of p leads to some useful results. From (8.36), we see
that 05 is much larger than o2 (i.e., 05 > 02)if pgoesto0.5,but 05 < o2 if p goes
to 1.0. In particular, the model (8.34) reduces to model (8.15) without the random
environmental effects ¢;; if p = 0.5 (i.e., af = 0), while it becomes model (8.15)
without the random genetic effects g;; if p = 1.0 (i.e., 03 =0).

Following Lee and Nelder (2001b), the random effects v; for DZ; are assumed
to have the form L;(p)u;, where u; ~ N (O, 012}[2). For DZ;, using the Cholesky
decomposition, we have a lower triangular matrix L; such that ¥; = LiLl.T . Here,
we choose

1 0
wo =, yi=77):

and so the random effects v; = L;ju; ~ N(0, 02L;L)).
Thus, model (8.34) can be written as

IOgT, = XHB + Zl*ul + €, (837)

where u; ~ N(0,02I;), and ZF = (1, )T and I, = 1forMZ;, and Z} = L;(p)
and Iy = I, for DZ;. Note that from (8.35) and (8.36), we obtain o; and o7 as
follows:

o, =0, -0, and o, =2(p—0.5)0,. (8.38)

Then, the jth element of model (8.37) becomes the model (8.16). [

8.6.6 Derivations of the Score Equations in (8.21) and (8.22),
and Computation of Variance of 3

Let u be ann x 1 vector with the ijth element y;;,

w=XpB+ Z*u,
where X = (X{,..., X])" isann x p model matrix for the p x 1 fixed effects 3
and Z* = BD(Z%, ..., Z;‘) isann x g* block diagonal matrix for the ¢g* x 1 random
effectsu = (uy, ..., uq)T. Here, ¢* = g1 + 2q2, ¢ being the number of MZ twin

pairs and g, that of DZ twin pairs. Note that ¢ = g1 4 ¢2. Let y* = (y{7 ..., yi")"
be an n x 1 vector with the ith vector y* = (y}|, yi*z)r. Assume that p is known.
Given 6 = (02,02)7 and y*, from (8.19) and (8.20), the score equations for the
MHLEs of 7 = (87, u”)" become Henderson’s (1975) mixed model equations with

pseudo-response variables y*:

xXTx XTzZ*\ (B X7y
(Z*TX VALY ARRS A) (ﬁ) - (Z*Ty* ’ (8.39)
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where A = M+, A = 02/0? and I,isag* x g* identity matrix. The Eq.(8.39) can
be expressed as the two equations:

XTX)B+ (X" Z%u = XTy*, (8.40)
ZTX)B+ (2T 2% + Mypya = 27 y* . (8.41)
Substituting

X=x].....xD",
Z* =BD(Z}, ..., Z;‘) and
y =01 nh"

into (8.40) and (8.41) reduces them to Egs. (8.21) and (8.22).
The asymptotic covariance matrix for 7 — 7 is given by H~! with

oo Oh 1y (8.42)
0t o2 0 ’
where
o X"wx X'wz*
0=\ Twx zZTwWZ*+ A )

Here, W = diag(w;;) is an n x n diagonal matrix with the ij th element w;; =
0ij + (1 = 6;))E(mi;) — §(m;“j) and £(x) = V(x){V (x) — x}. So, the upper left-hand
corner of H~!in (8.42) gives the variance matrix of B, which is also easily computed
for large samples as follows. Let H! be the upper left-hand corner of Hy~!in (8.42).
Then we have R

var(B) = o2 Hy', (8.43)

where

Hy' = {(X"WX) — (X"WZYNZ"WZ* + M) (2" wx)) !
= D X[ WiX; = D (X[ Wi Z)(ZT Wi Z; + M)~ (Z; T WXyt

Here, W; is the i th component matrix of W. O



Chapter 9
Joint Model for Repeated Measures
and Survival Data

In this chapter, through the h-likelihood approach we study the joint model, for
which the response variables of interest would involve repeated measurements over
time on the same subject as well as time to an event of interest with or without
competing risks. The analyses presented here will further extend the multivariate
analyses performed by Lee et al. (2017b) for the HGLM to a joint model where at
least one outcome is time-to-event.

9.1 Introduction

Consider a case where a subject has two outcomes, y; and y,. Then, y; and y, may be
correlated due to a shared individual effect. Modeling jointly these outcomes would
be more informative because a separated analysis ignoring the association can result
in biases (Guo and Carlin 2004). For this joint modeling, an unobserved random
effect can be used to describe an association between the two outcomes.

Let v be a common random effect for the same subject and 6 be an unknown
parameter. To analyze this type of data, we may use the marginal likelihood, defined
by

L©®) = foy1, y2) = / Soyi, »21v) fo(v)dv, ©.1)

where fy(y1, ¥2) is the joint density function of (y;, ¥2), and fy(-|v) is the conditional
density of (y;, y;) given the random effect v, and fy(v) is the density of v. Here, the
h-likelihood is defined by

h =log fy(y1, y2|v) + log fy(v). 9.2)

Up to now, we have considered a single response variable y. For an extension to
the multiple response variables yq, - - -, yx, fo(y|v) is simply replaced by the joint
density function fy(yy, --- , yx|v) in the h-likelihood 4.
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9.2 Joint Model for Repeated Measures and a Single
Event-Time Data

e A motivating example: Consider an example of renal transplant data (Ha et al.
2003). Data were available from 87 male and 25 female renal transplanted patients
who survived more than 4 years after transplant. The aim of this study was to inves-
tigate the chronic renal allograft dysfunction in renal transplants. For each patient,
both repeated-measure outcomes (y;: serum creatinine levels) at several time points
and a terminating event time (y;: graft-loss time) were observed. Here, the renal
function was evaluated from the serum creatinine level. Since these two types of
observations (y;, y») were collected from the same patient, they are correlated.

e A joint model with frailty model: It is of interest to investigate the covariate
effects on these two types of responses. For the analysis of renal transplant data,
we consider a joint model with the LMM for y (= y;) and the frailty model for
T (= ). Let y;; be the jth repeated response of the ith patient at time point ¢
i=1,...,q;j=1,...,n;),andlet T; be a single event time of the ith patient and
let C; be the corresponding censoring time. Denote by v; a shared random effect
of the ith patient. In this section, we assume both y; = (y;y, . .. y,-,,[)T and 7; given
v; are conditionally independent, and that 7; and C; given v; are also conditionally
independent. Then, conditional on v;, y; and 7; are assumed to have the following
joint model:
(@) yij = x[;1 61+ vi + €,

where €;; ~ N (0, ¢), and
(i) i (t]v;) = Ao(1) exp(x B2 + Y1),

where v; ~ N (0, ) and A\y(-) is a completely unspecified baseline hazard function,
and v; and ¢;; are independent. Here, 3, and 3, are p; x 1 and p, x 1 regression
parameter vectors corresponding to the vectors of covariates x;;; and x;,, respectively;
x;> may be a subset of x;;;. This is a shared random-effect model. Note that v is a
real-valued association parameter that allows the magnitude of the association to be
different between two outcomes, y;; and T;;if v > 0 (y < 0), then y;; and the hazard
rate tend to be positively (negatively) correlated, and if v = O they are not associated.

e Construction of the h-likelihood:

All observable random variables are repeated-measure responses y;; and time-to-
event data with
tf =min(T;, C;) and §; = I(T; < Cy).

Construction of the h-likelihood for the joint model above is immediate. We take y; =
yand y; = (¢*, ) in (9.2). By the assumptions of conditional independence between
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¥i = (Vi1s ... Yin,)T and T; and the noninformative censoring, the h-likelihood is
defined by
h=zﬂlij+zzzi+zfsi, 9.3)
ij i i

where

Liij = £1i;(B1, &5 yijlvi) =log f3,.6(yijlvi)
= —1og(27¢)/2 — (vij — mij)*/ 29),
Lo = £2;(Ba, Mo 1], 0i|vi) = log [, (1, 6ivi)
= 0;(log Mo (t]) + m2i) — Ao(t]) exp(12i),
€3 = €3;(; v;) = log fu(v;) = —log(2ma)/2 — v} /(2a).

where £y;; is the conditional log-likelihood for y;; given v;, £5; is that for (¢, 6;)
given v;, and £3; is the log-likelihood for v;. Here, we have two linear predictors

T
mij = xijlﬁl + v;
and

i = x,@ﬁz + yv;.

9.2.1 Estimation Procedure

Because the functional form of A\y(-) from ¢5; in (9.3) is unknown, we again define
the baseline cumulative hazard function Ay(t) = fot Ao(u)du to be a step function
with jumps Ao, at the observed event times #(,:

Ao) = D" or. (9.4)
ritgy <t
where ¢ is the rth (r =1, ..., D) smallest distinct event time among the £’s

and Ao, = \o(f()). By substituting (9.4) into (9.3), the second term >_, £»; in (9.3)
becomes

D i =D diylogho, + D bimpi — Z)\Or[ > eXP(nzi)],

iER(r)

where d, is the number of events at ) and Ry = {i : t > 1} is therisk set at 7.
As the number of A\, ’s in Zi £,; increases with the number of events, the function
Ao(t) is potentially of high dimension. Here, the profile h-likelihood is given by
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W= hiyos, = D i+ D6+ D b, 9.5)
ij i i

where
ZE;,- = Zfzi o= = Z dirylog Aoy + Z OiTi — Z diry-
Here,
T _% dq
Aor = Xor (B2, V) = =————
Z iR exp(n2i)
are the solutions of the estimating equations, Oh /09X, = 0, forr =1, ..., D. Thus,

h* does not depend on Ao, and it is proportional to the partial h-likelihood %, given
by

hy =D Lij+ D 6mi — > dg) log[ > eXP(nzi)l+Z£3i- (9.6)
ij i r i

i€R()

Accordingly, the h-likelihood procedure can be derived via h,. Let X, X5, and
Z be model matrices for vectors 3y, 3, and v = (vy, ..., vq)T, respectively. The
score equations for fixed and random effects (3;, (,, v) given dispersion parameters

Y= (¢, a, " are

Ohy /0B = X[ (y — 1) /¢,
Ohp /0By = X3 (6 — fia),
Ohy/0v = Zi"(y = m)/d +7Z2" (6 = i) — v/av,

where uy = X161 + Z1v = 1y, and [i, = exp(log Ao(t*) + 1) with m, = X008, +
vZyv,and Zyisann x g group indicator matrix whose i jkth element z; jx is On1;; / Ok
and Z, = I,. Here, [\o(t) =>, o<t Aor 18 the Breslow-type estimator of the cumu-
lative baseline hazard. Thus, the ILS equations (4.12) in Chap. 4 are extended as

XlTW1X1 0 X{W]Z] B] X1TW1w1
0 XTWiXo  XTaWHZo || B | = | X2 w3 ,
ZIwiX, Z,"(yWHX, ZTWZ + Q D ZTw*

where Wy = —9%h,/0monT = ¢~'1,,, and Wy = —0*h,,/On.0n7
0 = —0°43/0v0v" = o'y, wy =y, wi = Wi 4 (6 — fi2), and

Z w0 " Wiw
7= . W= . d wi= ("),
(722) ( 0 Wz) e ( w, )
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Note here that ZTWZ = ZI'W,Z, + ZI (4*W5)Z, and that ZTw* = ZT Wyw; +
’yZsz’zk.

Again the ILS equations above for 7 = (3], 87, vT)7 lead to a simple matrix
form:

PTVP)? =PTy;, 9.7)
where
P:(’é IZq) X:()(()' )?2), Vz(‘;)V g)
and y§ = (wiT, wiT,0")" with w} = W w,. Note that H, = —0*h,/0707" =
PTVP.

To estimate ¢ = (¢, ar, ), we again use the partial restricted likelihood p; (h ).
The PREMLES of 1) are obtained by solving

3Pr(hp)/51/) =0,

leading to the PREMLE:s for ¢ and o

T (v — AT 5
¢=(y i)' (v — fir) and 4= Y ’
n — Ko q — K1

where ko = —¢tr{H 1 (0H,/09)}, k1 = —atr(H; 1 (OH,/0a)},

I-?p =PTVP|. ), and i = Xlﬁl + Z,v. The estimator of + is also easily imple-
mented via the Newton—Raphson method using the first and second derivatives,
Op-(h,)/0v and 8*p,(h,)/Oy*. Thus, we see the h-likelihood procedure in Chap. 4
can be straightforwardly extended to the joint models.

9.2.2 Numerical Study

A simulation study, based on 500 replications, is presented to evaluate the perfor-
mance of the proposed joint modeling approach. For simplicity, we consider a joint
model for repeated measures and a single event time. The simulation scheme is as
follows. First, we generate the random effects v; ~ N(0, a =0.5) fori =1, ..., 50.
Given v;, the repeated-measure responses y;; for j =1, 2, 3, 4 are generated from
the LMM with two covariates (time;;, Trt;):

Yij ~ N (Bio + ﬁntimeij + B Trt; +vi, 0 = 1),
where we set 819 = —0.5, 511 = 0.5, 812 = 1, time;; = 0, 2, 4, 8 (weeks), and Trt;

are generated from Bernoulli distribution with the equal probability of 0.5. Here,
“Trt” denotes a treatment group with a new drug (coded as 1) or placebo (coded
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as 0), which are assigned to subjects by randomization without replacement. Then,
given v;, survival times 7;’s, for i = 1, ..., 50, are also generated from the frailty
model with one covariate (Trt;):

Ai(tv;) = Xo(?) exp(Ba1 Trt; + yv;),

where we set A\g(t) = 1, 51 = —1, and v = —1 or 1. Finally, the corresponding
censoring times C;’s are generated from an exponential distribution to induce about
30% censoring rate. We set the maximum follow-up time to be 8. With 500 replica-
tions, we computed the mean, the standard deviation (SD), and the mean of the esti-
mated standard errors (SE) for B = (310, 311, ﬁlz, le)r and ((ﬁ, &, 7). In addition,
we calculated the empirical coverage probability (CP) for a nominal 95% confidence
interval for § based on the SE.

The simulation results are summgrized in Table9.1. First, under v = —1, we
find the following results. Overall, 5 estimate the true values well. The standard-
error estimators of ﬂA also work well as judged by the good agreement between
SE and SD. The CPs for 3 are also reasonable with a range of 94-96%. For the
dispersion parameters, (é, &) perform well, but 4 seems to introduce a slight bias. A
reason of the bias may be the relative scarcity of the outcomes in the frailty model,
i.e., the repeated-measure data have four outcomes for each subject, whereas the
corresponding survival data have one single outcome for the same subject, leading
to a larger variation (i.e., SD) for 4 in the frailty model in Table9.1. Table 9.1 shows
that the simulation results for v = 1 are similar to those for v = —1.

Table 9.1 Simulation results with 500 replications under the joint model

Parameter True Mean SD SE (CP) Mean SD SE (CP)
y=-1 7=1

LMM for y

Bio -0.5 —0.501 |0.195 0.195 (0.940) | —0.496 |0.191 0.193 (0.956)

Bi1 0.5 0.500 |0.023 0.024 (0.954) |0.501 0.023 0.024 (0.946)

B2 1 0.993  |0.251 0.249 (0.956) 1 0.998 |0.245 0.246 (0.952)

10) 1 0.989 |0.117 - 0.989 |0.117 -

«a 0.5 0.506 |0.153 - 0.503 |0.158 -

Frailty model for T’

B21 -1 —1.051 | 0.461 0.450 (0.954) | —1.050 | 0.457 0.451 (0.944)

y +1 —1.115 | 0.515 - 1.117  |0.512 -

CP, empirical coverage probability of a nominal 95% confidence interval for 3
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9.3 Joint Model for Repeated Measures
and Competing-Risks Data

In this section, we extend the h-likelihood approach in Sect.9.2 to the joint models
for competing-risks data. Let T;; be event time from cause & for the ith subject (i =
1,...,q;k=1,..., K).For simplicity, we consider two types of events (k = 1, 2).
Suppose that the ith subject has the repeated-measure responses y;; (j = 1,...,n;)
and also two types of event times, T;; and Tj,.

e A joint model with competing risks:

Consider a joint model conditional on v;,

) yij = x,§1ﬁ1 +v; + €5,
(i) A (t]vi) = Xoi () exp(x}5 82 + yivi),
(iii) Ao (t]v;) = A2 (2) exp(x s 85 + 1),

where v; ~ N (0, «) and ¢;; ~ N(0O, ¢) are independent, and Xo;(-) and Apz(-) are
the unknown baseline hazard functions for cause k = 1, 2, respectively. Here, 31, 5,,
and Bz are p; x 1, p, x 1,and p, x 1 vectors of regression parameters, respectively.
Note here that | and v, are the dispersion parameters to represent associations among
submodels via v;. That is, v; [72] represents an association between submodels (i)
and (ii) [(i) and (iii)], respectively.

The arguments from Remark 6.1 can be applied here to establish identifiability
of the model parameters in the above joint model with competing risks.

e H-likelihood construction:

Let C; denote independent censoring time. In addition, we assume that given v;, C; is
independent of (7}, d;;) for k = 1, 2. We observe the event time and event indicator,
which are, respectively, given by

t7 = min(T;y, Tjp, C;) and 6 = I (1] = Tiy).

Thus, all observable random variables are (y;;, 17, 0u) ( = 1,...,q; j =1,...,n;;
k =1, 2). Here, the h-likelihood is

h = zelij + zezik + 253,',
ij ik i
where £;; and £3; are given in (9.3), and fork = 1,2

ik = Lok (Brg1, Aors (8, i) |vi) = dirc{log Aok (1) + main} — Aok () exp(nair),

T
where mir = X5 Bk+1 + Yievi
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For an unknown A (f), we again use the profile h-likelihood 2* with Ay elimi-
nated, given by

AR IS IS 3
ij ik i
where

ZE;ik = zﬁzikL\Ok:XOk = Zd(kr) 10g Noir + Z dikMik — Zd(kr)a
ik ik r ik kr

where d, is the number of events at time 74, and Ry = {i : 7 > ) is the risk
set at f(y which is the rth (r = 1, ..., Dy) smallest distinct event time for Type k
event among t/’s. Here,

dir)
> ieRgy, EXP(12ik)

Notr (Bt v) =

are the solutions of the estimating equations, 9h /Oy, = 0, forr = 1, ..., Dy. This
is again equivalent to using the partial h-likelihood

hy =D Lij+ > Sunic — D, dr) log[ > eXP(Uzik)]-i-zfﬁ- 9.8)
i ik kr i

iGR(kr)

e Estimation procedure:

From (9.8), the score equations for the fixed and random effects (3;, Bx+1, v) (k =
1, 2), given the dispersion parameters i = (¢, a, )7, are

Oh,/0B1 = X{ (y — 1)/,
Ohp/0Bis1 = X5 (Or — fiar),
Oh,0v = Z\"(y — 1) /b +1Z2" (61 — fiz1) + 12227 (62 — fizn) — v/,

where 11 = X181 + Z1v = 1, and fipr = exp(log Aok + 12x) With 1o = X2Fi41 +
Yk Zov, Z1 and Z; are defined in the previous section, and J; is a vector of d;;’s for
eachk.Here, [\0k (1) = Zm(mﬁ :\Ok, is the Breslow-type estimator for the cumulative
baseline hazard Ay for event type k as in Chap. 6. The corresponding ILS equations
forT = (B8], 37, 57, vT)T are given by

X, TWi X, 0 0 xXTwz, B X, TWyw,
0 XITwix, 0 XTnwHzs || 5 XoTws
0 0 XIwixa XFewHzo || g | | x2Tws

ZIWiX1 22" W) Xa 2" (pWH X2 ZTWZ + 0 7w

<>


http://dx.doi.org/10.1007/978-981-10-6557-6_6

9.3 Joint Model for Repeated Measures and Competing-Risks Data 237

where Wy = —0%h,/omonT = ¢~ '1,,, W) = —0%h,/0nx0nl,,
W3* = —82/’1p/877228772TZ, 0= —8223/(9va = Ozillq, w; =Yy, wj = W2*172| +
(01 — fi21), wi = Winwm + (02 — fi), and

Z W 0 0 Wiw,
Z=\mZy |, W=[0 Wy 0 |, and w'=| wj
1222 0 0 Wy w}

Note here that Z"WZ = ZI W\ Z, + Z] (\iW3)Z + Z] (3W5)Z, and that
7w = ZITWle + 7 Zsz; + ’YQZsz;k.
As before, the ILS equations above leads to a simple form

(PTVP)7 =Py, (9.9)
where
X Z W 0
(3 1) (3 2)
with
X, 0 0
X=(0 X, 0
0 0 X,

Here, yg = (wiT, w3T, w3, 07)T with w} = W;w,. Furthermore, to estimate ¢) =

(¢, o, v1, 72)T we still use the partial restricted likelihood p. (h »)-

9.4 Software and Examples Using R

For illustration, we present two practical examples. To fit the joint models, the
jmfit () functionin frailtyHL package is used.

9.4.1 Joint Analysis for Repeated Measures and a Single
Event-Time Data: Renal Transplant Data

We consider the data from a clinical study to investigate the chronic renal allograft
dysfunction in renal transplants. Since the time interval between the consecutive
measurements differs from patient to patient, we focus on the mean creatinine levels
over 6 months. In addition, a single terminating survival time (time to graft loss) in
months is observed from each patient. During the study period, there were 13 graft
losses due to the kidney dysfunction. For the other remaining patients, we assumed
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Fig. 9.1 Plot of 1/sCr
against month; (———) ° °
fitted line, 1/sCr= 15
0.6566 — 0.0012 xmonth

0.5 7

0.0

month

that the censoring occurred at the last follow-up time. The censoring rate is about
88%.

We are interested in investigating the effects of covariates on these two types of
responses, i.e., serum creatinine (sCr) values and time to graft loss. Here, we consider
month, gender, and age as covariates for sCr, and gender and age for the loss time;
Gender is coded as 1 for male and as 0 for female. The reciprocal of sCr levels tends
to decrease linearly over time, having possibly constant variance (Fig.9.1). Thus, for
the LMM, we use the values of 1/sCr as the response y;;.

In order to fit the model of interest for the graft-loss time, Ha et al. (2003) assumed
the Weibull frailty model for the graft-loss time #;, which requires checking the
distributional assumption for the baseline hazard. Using the procedures presented in
this book, we can now fit a joint model allowing for an arbitrary baseline hazard.
That is, with the response values of 1/sCr, we consider a LMM with three covariates,

yij = B0 + fuiMonth;; + Si,Gender; + Si3Age;; +vi + €5, (9.10)

where v; ~ N (0, o) and ¢;; ~ N(0, ¢) are independent, and with the response of
graft-loss time #;, we consider a semiparametric frailty model with two covariates
(Gender and Age).

Ai(tv;) = Ao(t) exp(Br1Gender; 4 B Age; + Yvi), 9.11)

where A\o(-) is an unknown baseline hazard function. The results from fitting the
nonparametric joint model are summarized in the first portion of Table9.2. In IM1,
we allows for an arbitrary baseline hazard. Under JM1, the estimate 5 = —15.256
gives a negative sign with a reference scale of 0, showing a negative correlation
between 1/sCr and the hazard rate. That is, a patient with the larger 1/sCr would tend
to have a lower hazard rate.

Based on the t tests, all three covariates (Month, gender, and age) have statistically
significant effects on 1/sCr at a 5% significance level. In other words, the values of
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Table 9.2 Results from fitting joint models (JM) and separate models (SM) with renal transplant
data.

JM1 (Nonparametric) SM IM2 (Weibull)
Parameter | Estimate ‘ SE Estimate ‘ SE Estimate ‘ SE
MM for 1/sCr
Intercept | 0.517 0.070 0.517 0.070 0.518 0.068
Month —0.002 0.000 —0.002 0.000 —0.002 0.000
Gender —0.101 0.038 —0.100 0.038 —0.101 0.037
(male)
Age 0.007 0.002 0.007 0.002 0.007 0.002
10) 0.013 - 0.013 - 0.013 -
«a 0.027 - 0.026 - 0.025 -
Frailty model for graft-loss time
Intercept | — - - - —11.756  |2.788
Gender 1.509 0.949 —0.070 0.695 1.137 0.813
(male)
Age —0.132 0.049 —0.050 0.034 —0.102 0.042
y —15.256 |- var(v;) = 0.676 |— —11.704 |-

(T =2.766 SE = 0.617)

JM2, joint model with Weibull baseline hazard (7, shape parameter)

1/sCr decrease as time passes, males tend to have smaller values of 1/sCr than females
do, and older patients tend to have larger values of 1/sCr.

With the response of graft-loss time, males tend to have a higher hazard rate
than females, where the estimated relative risk is exp(1.509) = 4.52. However, the
Gender effect is not significant at a 5% significance level. On the other hand, Age
has a significantly negative effect on the hazard rate. It has been shown that the Age
effect of the donor was positive, while that of the recipient was negative (Sung et al.
1998; Ha et al. 2003). The result is consistent here in that the Age effect in Table 9.2
is also negative.

We also separately fitted the LMM (9.10) for 1/sCr and the semiparametric frailty
model (9.11) for graft-loss time. The results are summarized in the second portion
of Table 9.2 under the heading of SM (separate model). Note that both JIM1 and SM
provide almost the same results for the LMM. However, both age and gender effects
are nonsignificant in the separate analysis of the graft-loss time data, while age effect
is significant in both joint analyses of JM1 and JM2. This means that information in
the repeated measures from the same patient can be exploited for the analysis of the
graft-loss time data.

For comparison, we included the results from the parametric joint model (Ha
et al. 2003) with the Weibull baseline hazard, \o(z) = 7¢7~! exp(3a0), in the frailty
model (9.11). In order to fit the model of interest for the graft-loss time, Ha et al.
(2003) plotted log{— log 30 (#)} versus log ¢, which showed a linear trend confirming
the Weibull assumption. The results are given in the third portion of Table 9.2 under
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the heading of JM2. With the response of 1/sCr, the results from both JM1 and JM2
are very similar, although JM1 yields larger SEs. With the response of graft-loss
time, however, both results are somewhat different in that JM1 has larger absolute
estimates and SEs, caused by the nonparametric estimation of the baseline hazard; in
the Weibull frailty model, the results may be sensitive to different modelings of the
baseline hazard. Between JM1 and JM2, there is not much difference in the fixed-
effect estimates. In practice, however, JM1 might be preferred to JM2 because IM 1
is robust against the baseline hazard assumption while JM2 is not.

e R codes and output:

Below are R codes and outputs from fitting the joint model (JM1) for the renal
transplant data.

> data(renal, package="frailtyHL")

> data_conti <- renal

> data_conti <- subset(data_conti, month<=sur_time)

> data_surv <- subset(data_conti, first==1)

FHEF S FH S HL #H R R R
> jml <- jointmodeling(Model="mean",RespDist="gaussian", Link="identity",
+ LinPred=icr month+sex+age+(1|id),RandDist="gaussian")

> jm2 <- jointmodeling(Model="mean",RespDist="FM", Link="log",

+ LinPred:Surv(sur_time,status)Nsex+age+(l\id),RandDist:"gaussiam")
> jm <- list(jml, jm2)

> data <- list(data_conti, data_surv)

> res <- jmfit(jm, data, Maxiter=200)

FHER RS Output ##H###HHEE R R

[1] "iterations :"
[1] 97
[1] "convergence :"
[,1]

[1,] 9.923815e-05
[1] "Estimates for fixed effects"

Estimate Std. Error t_value p_value
(Intercept) 0.51745 0.07038 7.35240 0.00000
month -0.00170 0.00025 -6.76273 0.00000
sex -0.10088 0.03811 -2.64678 0.00813
age 0.00658 0.00174 3.77103 0.00016
sex 1.50883 0.94874 1.59035 0.11176
age -0.13221 0.04869 -2.71539 0.00662

[1] "Estimates for dispersion parameters"
phi_h alpha_h gamma_h
[1,] 0.01323 0.027 -15.25595

9.4.2 Joint Analysis of Repeated Measures
and Competing-Risks Data: PBC Data

Consider a data set from a clinical study on primary biliary cirrhosis (PBC) in the
liver conducted by Mayo Clinic between 1974 and 1984 (Therneau and Grambsch
2000). A total of 424 PBC patients, referred to Mayo Clinic during that 10-year



9.4 Software and Examples Using R 241

Table 9.3 Results from fitting the joint competing-risks models (JM) and separate models (SM)
for the PBC data

M SM
Parameter Estimate SE Estimate ‘ SE
LMM for the logarithm of serum bilirubin
Intercept 0.592 0.094 0.586 0.092
Year 0.099 0.004 0.095 0.004
Drug —0.125 0.128 —0.126 0.127
Gender 0.427 0.201 0.415 0.198
10) 0.241 — 0.242 —
@ 1.219 — 1.181 —
Competing-risks frailty model for death
Drug —0.146 0.238 —-0.017 0.175
Gender 0.794 0.338 0.671 0.229
ol 1.288 — var(v;) = 0.108 | —
Competing-risks frailty model for transplantation
Drug —4.534 0.698 —0.386 0.384
Gender 0.116 0.593 0.146 0.623
72 1.200 - var(v;) = 0.306 | —

interval, met eligibility criteria for the randomized placebo-controlled trial of the drug
D-penicillamine. Here, we consider 312 patients who participated in the randomized
trial. We consider two event types:

Type 1 event is death (140 patients) and
Type 2 event is transplantation (29 patients).

The remaining 143 patients are censored at the last follow-up. The PBC data set is
also available in the R package JM (Rizopoulos 2012).

Let y;; be the logarithm of serum bilirubin (mg/dl) for the jth visit of the ith
patient and let 7;; be the event time from cause k (k = 1, 2) of the ith patient. The
event time is coded as years with event status, status. Here, the status is
coded as “dead” for Type 1, “transplanted” for Type 2, and “alive” for censoring.
For the joint model, we consider the LMM with three covariates (visiting year; drug
(=1 for D-penicillamine,=0 for placebo); and gender (=1 for male,=0 for female))
and the frailty model (FM) with two covariates (gender and drug). Note here that
“visiting year” is coded as year.

This model can be fitted by using the jmfit () function in the frailtyHL
package; the R codes and outputs are provided below. The results are summarized
in Table9.3.

We first analyze the results from the joint models (JM) in Table9.3. The esti-
mates of the association parameters, 7; = 1.288 and 4, = 1.200, show all positive
associations between y;; and death and between y;; and transplantation, respectively.
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That is, 47 = 1.288 means that a patient with a larger serum bilirubin (y;;) shows
a tendency to have a higher death rate, and 7, = 1.200 indicates that a patient with
a larger serum bilirubin (y;;) tends to have a higher hazard rate of transplantation.
From Table 9.3 and the R output, the estimated covariate effects are summarized as
follows:

(i) For the serum bilirubin, the visiting year effect on the serum bilirubin is sig-
nificantly positive (p value = 0.000). In other words, the value of serum bilirubin
significantly increases as time passes. The gender effect is also significantly positive
(p value = 0.033). That is, males have significantly larger serum bilirubin as com-
pared to females. However, the drug effect is negative but not significant (p value =
0.328).

(i1) For the death rate, the gender effect is positively significant (p value = 0.019),
implying that males have significantly higher death rate than females. The drug effect
is still not significant (p value = 0.541).

(ii1) For the transplant hazard rate, the gender effect is not significant (p value =
0.845), but the drug effect (i.e., D-penicillamine effect) is significantly negative
(p value = 0.000), implying significant benefits for the PBC patients.

For a comparison, we fitted the three models separately (SM), i.e., LMM and two
competing-risks frailty models. In Table 9.3, we observe that both LMM analyses
from the joint model and separate model give almost the same results, while two
competing-risks analyses are quite different as in Sect.9.4.1. For example, the drug
effect is not significant in the separate analysis for both types of events, whereas it is
significant in joint analysis of time-to-transplant data. We again see that information
in the repeated measures from the same patient can also be exploited for the analysis
of competing-risks data.

¢ R codes and output:

Below are R codes and outputs for fitting the joint model for the PBC data.

Joint model for repeated measures and competing-risks data
data (pbc2, package="JM") # repeated-measures data

data (pbc2.id, package="JM") # competing-risks data
pbc2$sex<-ifelse (pbc2$sex=="male",1,0)

pbc2.id$sex<-ifelse (pbc2.idS$sex=="male",1,0)
pbc2sdrug<-ifelse (pbc2$drug=="D-penicil",1,0)
pbc2.1ids$drug<-ifelse(pbc2.id$drug=="D-penicil",1,0)

V V.V V V V #*

jml<-jointmodeling (Model="mean",RespDist="gaussian", Link="identity",
LinPred=log(serBilir) “year+drug+sex+(1|id),RandDist="gaussian")
jm2<-jointmodeling (Model="mean",RespDist="FM", Link="1log",
LinPred:Surv(years,status::"dead")Ndrug+sex+(1\id),
RandDist="gaussian")

jm3<-jointmodeling (Model="mean",RespDist="FM", Link="1log",
LinPred:Surv(years,status::”transplanted")Ndrug+sex+(l|id),
RandDist="gaussian")

jm <- list(jml,jm2,jm3)

data_surv <- pbc2.id

data <- list(pbc2, data_surv)

vV VV + + V + + V + V
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> res <- jmfit(jm, data, Maxiter=200)
[1]"iterations :"
[1] 25
[1] "convergence :"
[,1]
[1,] 6.431976e-05

[1]"Estimates for fixed effects"

Estimate Std. Error t_value p_value
(Intercept) 0.59197 0.09363 6.32266 0.00000
year 0.09887 0.00431 22.95874 0.00000
drug -0.12546 0.12835 -0.97753 0.32830
sex 0.42694 0.20081 2.12612 0.03349
drug -0.14560 0.23816 -0.61136 0.54096
sex 0.79392 0.33794 2.34931 0.01881
drug -4.53389 0.69789 -6.49662 0.00000
sex 0.11622 0.59252 0.19614 0.84450

[1]"Estimates for dispersion parameters"
phi_h alpha_h gammal_h gamma2_h
[1,] 0.24147 1.21878 1.28762 1.19992

9.5 Discussion

An advantage of the h-likelihood method is its easy extensibility to the joint models
with multicomponent random effects, for which the integration to obtain the marginal
likelihood is often intractable. The separate modeling does not consider the depen-
dency between responses. Lee et al. (2017b) also provided multivariate analysis for
the multiple outcomes from the HGLM. Thus, the joint models can easily extended
to the multivariate analysis with more than two responses, including competing risks
(Ha et al. 2017). The joint modeling enables information from all the responses to
be exploited to improve inference on the regression parameter estimators, which is
impossible from the separate analyses. Information gain from the other responses
can be important in the analysis of scarce data.

The joint models considered in this chapter can be fitted via the marginal likelihood
(ML) method, which is implemented as R packages using the GHQ (Rizopoulos 2012
and EM (Philipson et al. 2012). We have found (not shown here) that the h-likelihood
method gives similar results to the ML method.

We assumed a shared frailty v; in the joint models. Extension to correlated frailties
is useful; it is easily implemented to allow for a bivariate normal distribution with a
correlation between v;; in the LMM and v;; in the frailty model (Elashoff et al. 2008;
Ha et al. 2017). Furthermore, the development of an extended joint model allowing
for time-dependent covariates would also merit future research.



Chapter 10
Further Topics

We have previously presented the h-likelihood procedures for the analysis of survival
data under competing risks. There are still many unresolved problems in this area.
In this chapter, we present some further topics to highlight that the h-likelihood
approach can be extended to more complex multistate survival data. We deal with
competing-risks data with missing causes of failure and the semi-competing-risks
data.

10.1 Competing-Risks Frailty Models with Missing Causes
of Failure

In a clinical study, information on cause of death may not be observed for some sub-
jects due to loss to follow-up or difficulties in determining the cause of death. When
causes of failure are missing, the subjects with missing causes may be excluded
from the analysis and the standard competing-risks analysis may be applied. How-
ever, such approaches lose information and may lead to biased results. In multicenter
clinical trials, competing-risks problems with missing causes often occurs within a
center.

In this section, under the missing at random (MAR) assumption, we present the
h-likelihood approach to fitting the cause-specific competing-risks model with a
univariate log-normal frailty in the presence of missing causes of failure. Here, we
use the multiple imputation methods (Bakoyannis et al. 2010) to deal with missing
causes of failure. Following Bakoyannis et al. (2010), we impute the missing causes
of failure multiple times from the conditional distribution of failure type given the
observed data, and then fit the cause-specific log-normal frailty model using the
h-likelihood procedure presented in Chap. 6.

© Springer Nature Singapore Pte Ltd. 2017 245
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10.1.1 Example: Bladder Cancer Data with Missing Causes
of Failure

Consider the bladder cancer data again. For this analysis, we study the data set
consisting of 396 patients with bladder cancer treated in 21 centers from the EORTC
trial 30791, focusing on two competing endpoints, i.e., death from malignant disease
(an event of interest) and death from other causes (competing events).

The descriptive statistics are given in Table 10.1. Here, patients with missing
values of covariates of interest (age, gender, carcinoma in stiu (CIS) and grade) were
excluded. Among 396 patients, 50 patients died from malignant disease, 94 died
from other causes, and 211 patients were censored. The causes of death were not
observed for 41 patients. Thus, 22.16% of 185 patients who died had missing causes
of death. Recall that the numbers of patients per center varied from 3 to 78, with the
mean of 18.9 and the median of 14.

Table 10.2 summarizes the results from the multiple imputation methods (MI)
with m = 10 imputation and complete case analysis (CC) obtained by excluding
patients with missing causes of death. In both MI and CC analyses, age at diagnosis,
CIS, and grade were significant predictors of death from malignant disease, while

Table 10.1 Descriptive

e . . Characteristic Number of patients | Percentage of
statistics for 396 patients in patients
the bladder cancer data

Age at diagnosis
<65 years 183 46.2
>65 years 213 53.8
Gender
Male 330 83.3
Female 66 16.7
Carcinoma in situ (CIS)
No 372 93.9
Yes 24 6.1
Grade
Gradel 191 48.2
Grade2 167 422
Grade3 38 9.6
Cause of death
Malignant disease | 50 12.6
Other 94 23.7
Alive 211 533
Missing 41 10.4
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only age was a significant predictor of death from other causes. Note that gender was
not a significant predictor of death from malignant disease in the MI method, while it
was significant in the CC analysis. This confirms the simulation results by Lee et al.
(2017a) that excluding patients with missing causes of death from the analyses might
lead to biased results. They also showed that the h-likelihood procedure performs
well, even if the imputation model is misspecified.

The variance estimate (62) of the random effect is 0.034 and 0.031 from the MI
method and CC analysis, respectively, showing that there is little difference between
the two analyses in the amount of variation in the baseline risk over centers. We tested
the null hypothesis Hy : 0> = 0 (i.e., v; = 0 for all i with no center effect) using
p-(hp). Since the null hypothesis Hy : o? = 0 is on the boundary of the parameter
space, the likelihood difference based on —2p.(h,) between the cause-specific PH
model without frailty and with frailty from the MI methods is —2{—953.855 —
(—953.215)} = 1.28 (p-value=0.129). This indicates that the null hypothesis of no
variation in the baseline risk across centers is not rejected.

Missing data are unobserved random variables, so that they can be treated as
random effects. For application of the h-likelihood to missing data and imputation
in general, see Lee et al. (2017b).

10.2 Frailty Models for Semi-competing-Risks Data

In this section, we consider the semi-competing-risks situation where a terminal event
(e.g., death) censors a nonterminal event (e.g., disease recurrence), but not vice versa
(Fig. 10.1). Here, a subject may experience both events that might be correlated. We
show that the frailty models are useful for modelling such semi-competing-risks data.
For inference, we propose the h-likelihood procedure, which is compared with the
marginal likelihood approach.

We first review the classical semi-competing-risks model, which is also well
known as the illness-death model.

Fig. 10.1 A schematic
diagram of
semi-competing-risks data

Recurrence
(State 1)

A [1)

Death
(State 2)

On Study
(State 0)



10.2 Frailty Models for Semi-competing-Risks Data 249

10.2.1 Classical Semi-competing-Risks Model

Suppose that a subject may experience a terminal event (e.g., death) and/or a nonter-
minal event (e.g., disease recurrence). Let T;; and T;, be the nonterminal and terminal
event times for the ith subject, respectively, and let C; be the corresponding censor-
ing time (i = 1, ..., n). If the subject fails before the nonterminal event occurs, we
conventionally define 7;; = oco. Then, we have the following observable data:

vit =Tin Ayio, Yo =T ACi, 01 = 1(Ti1 < yip) and 00 = I (Tin < Cj).

Note that 0 < y;; < y;». In particular, subjects can die from related or unrelated
causes. Thus, there are four cases we can observe from each subject:

(1) if (6;1, 6i2) = (0, 0) (i.e., a subject still alive without recurrence),

yit = yi2 = G,
@ii) if (6;1, d;2) = (0, 1) (i.e., a subject dies without recurrence),
yit = yi2 = Tha,

(iii) if (6;1, ;2) = (1, 0) (i.e., a subject still alive after recurrence),
yit = Ti1 and yin = Ci,

@v) if (i1, 6i2) = (1, 1) (i.e., a subject dies after recurrence),
yit = Ti1 and y;p = Tp.

Figure 10.1 again shows a schematic diagram of semi-competing-risks data, with
three states (on study, recurrence, and death). The hazard functions in Fig. 10.1 are
defined as follows:

Ai(t) = AlimOPr{tl <Th <u+AtlTh 21,1, > n}/At, 1 > 0,
t—
)\2([2) = A111'110 Pr{t2 < T2 <+ At|T1 > 1, T2 > tz}/A[, Hh > 0,
r—
Aa(]t) = AlimO Prity <T, <t + AtlT) =11, T, = t}/At, 0 < t; < t.
r—
For simplicity, for Aj2(#2]¢;) we assume a Markov process where the transition prob-

ability from state 1 to state 2 does not depend on the duration in state 1 (Aalen et al.
2008). That is, we assume

Antlt) = A2(), 0 <t < t.

Note that for transition from state 1 to state 2, the left truncation time is ¢;, the time
at which the recurrence occurred. Let x; be a p -dimensional vector of covariates
for the ith subject. The semi-competing-risks regression model (Lawless 2003) is
described as follows:
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Mi(tis xi) = Aot (t1) exp(x] 1), 11 > 0, (10.1)
Mai (125 x1) = Aoa(2) exp(x] ), 12 > 0, (10.2)
Aii(t2; x;) = Aos () exp(x/ 33), 0 < 11 < t, (10.3)

where A\g;(+), Ao2(+) and Ao3(+) are the parametric or nonparametric baseline haz-
ard functions. Let Ag;(t) = [; A1 (s)ds and Agx(t) = [; Ao2(s)ds be the baseline
cumulative hazard functions corresponding to \g;(#) and Ay (¢), respectively. Fol-
lowing Xu et al. (2010), the likelihood function based on the models (10.1)—(10.3)
given the observed data y{ = (yi1, i1, yi2, 0;2) (i =1, ..., n) is given by

n
L= H At i) A (3i2) 2070 X (yig) 102

i=1

« exp[— / ) + w0} dr] x exp[— / YO dt]
0 Yi1

= H)\01()71'1)5“Aoz()’iz)(s"z“_6i'))\03()’i2)6"6’2 (10.4)

i=I

x exp{x; Bi0i1 + x! B26:2(1 — 6i1) + x] B36i1012)

T, T T
x GXP{—Am(yz'l)ex" I — App(ine ™ — Aoz (i1, yin)ei }

where Ags(s, 1) = Ap3(t) — A3 (s). If the forms of \g; (+), Ap2(+) and Ag3(+) are para-
metric, then the MLEs for the parameters of interest (3;, (3, 33) are available by
directly maximizing L in (10.4) via the numerical methods such as Newton—Raphson.
If they are unspecified, the estimates can be obtained by maximizing L using the Bres-
low (1972) method for the baseline cumulative hazards (Andersen et al. 1997; Xu
et al. 2010).

10.2.2 Fitting the Semi-competing-Risks Frailty Model

10.2.2.1 The Model

The classical model (10.1)—(10.3) can be extended to the frailty model which
describes the dependency between nonterminal and terminal event times.

For simplicity, we consider the semi-competing-risks frailty model with acommon
frailty. Denote by u; a shared unobserved frailty (random effect) for the ith subject.
Following Xu et al. (2010), the semi-competing risk frailty model is described as
follows. The conditional hazards (10.1)—(10.3) given u; are expressed as
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it ugs x;) = Moi(t1) exp(x; B)ui, 11 > 0, (10.5)
Xoi(t2]ui; x;) = Az (12) exp(x] Bo)ui, 1 > 0, (10.6)
i (] x;) = Nos(t) exp(x] B)u;, 0 <t < o, (10.7)

where Ao (+), Ag2(+) and Ag3(-) are the unspecified baseline hazard functions. Here,
the frailties u; are assumed to be unobserved realizations of an iid random variable
with a density function having a frailty parameter . The popular gamma and log-
normal frailty models, respectively, assume gamma and log-normal distributions for
u;; for the gamma, we assume E(u;) = 1 and var(u;) = «, and for the log-normal
v; =logu; ~ N(0, o).

10.2.2.2 Estimation Procedure Based on the H-likelihood

We now show how to derive the h-likelihood estimation procedure to fit the frailty
model (10.5)—(10.7). The h-likelihood for the semi-competing-risks frailty model
(10.5)—(10.7) is defined by

h=h(B.v, M. ) =D bi+ D b, (10.8)

where £1; = £1;(3, Ao; y{|u;) is the logarithm of the conditional density function for
yi = (i1, Yi2, 6i1, 0;2) given u;, i.e.,

£1; = 6i{log Ao1 (yit) + mit} + 6i2(1 — di){log Aoz (yiz) + mia}
+ di10ia{log Ao3(yi2) + ni3}
—{Ao1 (i) exp(mi1) + Ao2(yi1) exp(mi2) + Aoz (i1, yi2) €xp(1;3)},

and £y = £y;(c; v;) is the logarithm of the density function of v; = logu; with
parameter «. Here, ;) = xl.Tﬂl +v;, M2 = xiTﬁz +v; and 73 = xiTﬁ3 + v, =
(51T, ,BZT, ;)T with 51' = (ﬁjla ceey ﬂjp)T, v=(vy,..., Un)T, and Ags(s, 1) = Aogs
(t) — Aos(s). For the gamma frailty, we have £y = o' (v; — u;) — logT'(a™") —
a~!log a, and for the log-normal frailty £»; = —log(27a)/2 — v?/2c.

Note that the functional forms of Ag;(-) (j = 1,2, 3) are unknown. Let A\gji, =
Aoj (Yj;)) > Obeajump size at the observed event time y; ), where y; ;) is the k jth
(kj =1, ..., D;) smallest distinct event time for each j. Let yi1), y12)» - - - » Y1(Dy)
be ordered distinct recurrence times among data with §;; = 1 (i.e., (d;1, 6;2) =(1, 0)
or (1, 1)), and y>(1y, ¥22), - - - » Y2(p,) be ordered distinct death times without recur-
rence among data with (6;1, 6;2) = (0, 1), and y31y, y3¢2), - - - » Y3(ps) be ordered dis-
tinct death times following recurrence among data with (d;1, d;2) = (1, 1). Again,
we consider the baseline cumulative hazard function Ag;(¢) (j = 1,2, 3) as a step
function with jumps at the observed event times
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Aoj) = D ojx, (G =1.2,3). (10.9)

kjzyjap=t

Then Zi £1; in (10.8) can be rewritten as

Zﬁli = Zdl(kl)log)\olkl + 251'1771'1 - ZA()lkl[ Z eXp(ﬁil)]
i ki i ki

i€Rw))

+ Z da(ky) log Aok, + Z 0i2(1 = din)min
ky i

= > Ao, [ > exp) ] + > dagy log Aoy,
k2 k3

iER(kz)

+ Z 0i10i2Mi3 — Z 03k, [ Z exp(n;3) } (10.10)
i ks

i€R k)
where d;;) (j = 1, 2, 3) is the number of events at y;;), and

Riy = ROiwy) =i 1 it = Yivgn )
Ry = R(2iy) = {i 2 yi1 = Y2}
Ry = R(V3s)) = {i 1 yi1 < Y3y < Yiz}s

are the risk sets at yi,), Y2k, and yiw,), respectively. We let Ao; = (Moi, - . -,
)\01DI)T, )\02 = ()\021, ey )\OZDZ)T’ and )\03 = ()\()31, e, )\03D3)T. As the number of
nuisance parameters Ao;’s increases with the number of events, the function Ag; (¢)
is potentially of high dimension. Accordingly, for estimation of (3, v), the profiled
h-likelihood A* is used to eliminate A\o; (j = 1,2, 3):

h* = hly, 5, = Zz; + Zez,-, 10.11)

where

~ _ dj; o
Aoji; (Bv) = ————, (j=1,2,3)
' 2. ieRy,) exp(ni;)

are the solutions of the estimating equations, 0h/0Aojr; = 0, for k; = 1,..., D;.
Here, from (10.10) we have that
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ZETi = Z iilr, =%,
i i
= zdl(kl) log Aoi, + Z@mn - Zdl(kl)

+ ZdZ(kz) log /\()2k2 + 2512(1 —8i)nin — ZdZ(kz)

ka

+ Z d3y) 10g Mo, + Z 0i10i21i3 — Z d3(ks)

which is proportional to the partial conditional likelihood £, given by

L, = Z(Simn - Zdl(kl)log{ Z eXp(m)]
i ki

i€R k)
+ (1l = 6i1)mia — ZdZ(kz)log[ > CXP(Uzz)]
i lER(kz)
+ > Gubiams — Zd3(k3)10g[ > CXP(ms)}
i s i€Rus)

with the constant terms eliminated. This leads to the partial h-likelihood
hy=L,+ >

Thus, once we have £, the h-likelihood method presented in Chap. 4 can be directly
extended to the semi-competing frailty model.

Remark 10.1 (i) For the semi-competing-risks model (10.5)—(10.7) with gamma
frailty, in Appendix 10.4.1, we derive the marginal likelihood procedure which
is equivalent to that of Xu et al. (2010). In Appendix 10.4.2, we also show that
given «, the h-likelihood and marginal likelihood procedures give the same
estimators as in the standard gamma frailty model (Ha et al. 2001; Ha and Lee
2003).

(ii) For estimation of the dispersion parameter « in the gamma frailty model, we
practically use the second-order approximation s,(h,) = py(h,) — F(h)/24,
which is also an approximation of pie 5, (m) in (4.8) (Ha et al. 2010) because
pv(h) and pg , (h) are asymptotically equivalent (Noh and Lee 2007; Ha et al.
2007b). However, we have found that s, (%,) sometimes gives a convergence
problem in fitting the semi-competing-risks gamma frailty models. To overcome
this problem, we further consider a higher order approximation using the h-
likelihood, i.e., the fourth-order Laplace approximation in (10.23) (denoted by
my(hp)): see Appendix 10.4.3.
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(iii)) Furthermore, for the semi-competing-risks model (10.5)—(10.7) with log-
normal frailty, the h-likelihood method can be easily implemented. However,
the corresponding marginal likelihood may require an intractable integration
over the frailty.

10.2.3 Example: Breast Cancer Data

For an illustration, we consider the breast cancer data (Sect. 1.2.6) including 2,572
eligible patients with follow-up and known pathological tumor size. The aim of this
analysis is to investigate the effect of treatment on cancer recurrence and/or death,
considering three event types: Type 1, cancer recurrence from study; Type 2, death
without recurrence; Type 3, death after recurrence.

Table 10.3 gives the number of observed event types in this data set. Here 180
patients (7.00%) experienced Type 1, 535 patients (20.80%) did Type 2, 540 patients
(21.00%) did Type 3, and the remaining 1317 patients (51.21%) had no events.
Table 10.3 also shows the number of observed event types by two treatment arms.

Here, we consider three covariates of interest: treatment (x;; is 1 for tamoxifen
and 0 for placebo), tumor size (x;;) and age (x;3). For the analysis of data, we use
the Markov model (10.1)—(10.3) without frailty and the model (10.5)—(10.7) with
gamma frailty. For estimation of the gamma frailty model, we use the h-likelihood
method, which is compared with the marginal likelihood method.

The fitted results are listed in Table 10.4. The results from the Markov and frailty
models are very similar because the frailty parameter estimate (& = 0.090) is very
small. Moreover, to test the absence of the frailty effect Hy : a = var(u;) = 0,
the likelihood difference between the Markov model and the frailty model is
2{sy(hp) —€p} = 0.7 < 2.71, indicating that the frailty effect is not significant;
using the marginal likelihood m, we also have D = 2{m — £} = 0.4. Here, {p is
the Breslow’s (partial) likelihood (#; = 1 for the gamma frailty model and v; = 0
for the log-normal frailty model for all 7). That is, it is defined by

lp = lir%sv(hp),

Table 10.3 Observed event types by two treatment arms (n = 2, 572 patients)

Types of event Placebo Tamoxifen | Total (%)
Type 1 (State 0 — State 1): Recurrence 108 72 180 (7.00)
Type 2 (State 0 — State 2): Death without recurrence | 242 293 535 (20.80)
Type 3 (State 1 — State 2): Death after recurrence 331 209 540 (21.00)
No event (Censoring) 613 704 1,317 (51.21)
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Table 10.4 Fitted results from the two semi-competing-risks models with the breast cancer data

Model Time to recurrence Time to death without | Time to death after
recurrence recurrence

Est. (SE) Est. (SE) Est. (SE)

Markov model

Treatment —0.543 (0.077) 0.058 (0.087) 0.329 (0.089)

Age —0.015 (0.004) 0.090 (0.006) 0.007 (0.004)

Tumor size (x3) 0.018 (0.002) 0.007 (0.003) 0.010 (0.003)

—2£,c = 23886.1

Frailty model (HL)

Treatment —0.552 (0.078) 0.046 (0.089) 0.332 (0.094)

Age —0.015 (0.004) 0.090 (0.006) 0.008 (0.004)

Tumor size 0.018 (0.003) 0.008 (0.004) 0.011 (0.003)

Frailty o 0.090

—2sy(hp) =23885.4

Frailty model (ML)

Treatment —0.549 (0.077) 0.050 (0.088) 0.332 (0.093)

Age —0.015 (0.004) 0.090 (0.006) 0.007 (0.004)

Tumor size 0.018 (0.002) 0.008 (0.004) 0.011 (0.003)

Frailty o 0.059

—2m = 23885.7

Markov model, semi-competing-risks model without frailty
Frailty model, semi-competing-risks model with gamma frailty
HL, h-likelihood; ML, marginal likelihood

«, variance of the gamma frailty

which is the adjusted profile h-likelihood under the model (10.5)—(10.7) without the
term u; (Lee and Nelder 1996). In Table 10.4, the treatment effect (x;) is significant
on time to recurrence and time to death after recurrence, but not time to death without
recurrence. For time to death without recurrence, the sign of treatment effect is pos-
itive; this coincides with the fact that more patients died without cancer recurrence
in the tamoxifen group (293/535) than in the placebo group (242/535) in Table 10.3.
We also see that the use of tamoxifen (tamoxifen=1) significantly reduces cancer
recurrence (Type 1) but that it is not beneficial in terms of time to death after recur-
rence. In terms of other covariates, the age effect (x;) is significant only on time to
recurrence. The effect of tumor size (x3) is positively significant on all three event
types, implying that the event rate is significantly higher among patients whose tumor
sizes were larger at surgery.

Now we restrict the data set only to older patients (i.e., n = 1, 776 with age > 50).
The results are summarized in Table 10.5. Here, we present the results for m,(h )
because the s,(h,) method did not converge. We find that the frailty estimate is
relatively large (& = 1.315). The LRT is 2{m, (h,) — £} = 9.8 > 2.71, indicating
that the frailty effect is significantly large, i.e.,« > 0. We alsohave 2(m — £5) = 9.3,
selecting the frailty model. Treatment effects are overall similar to those in Table 10.4,
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Table 10.5 Fitted results from the two semi-competing-risks models for old patients (age >50) in
the breast cancer data

Model Time to recurrence Time to death without | Time to death after
recurrence recurrence

Est. (SE) Est. (SE) Est. (SE)

Markov model

Treatment —0.631 (0.097) 0.081 (0.092) 0.471 (0.112)

Tumor size 0.023 (0.003) 0.005 (0.004) 0.006 (0.004)

—20p = 16417.1

Frailty model (HL)

Treatment —0.775 (0.116) —0.101 (0.119) 0.472 (0.150)

Tumor size 0.032 (0.004) 0.016 (0.005) 0.015 (0.006)

—2my(hp) = 16407.3

«a 1.315

Frailty model (ML)

Treatment —0.787 (0.120) —0.116 (0.126) 0.466 (0.160)

Tumor size 0.033 (0.005) 0.017 (0.006) 0.016 (0.006)

«a 1.444

—2m = 16407.8

even though their signs in the frailty model have changed for time to death without
recurrence. However, for time to death without recurrence and time to death after
recurrence, the tumor size effect is not significant in the Markov model, whereas it
is significant in the frailty model.

10.3 Discussion

Recently, the frailty modelling approaches to semi-competing-risks data have been
widely studied (Xu et al. 2010; Zhang et al. 2013; Varadhan et al. 2014; Meira-
Machado and Faria 2014; Jiang and Haneuse 2015; Lee et al. 2015b, 2016). In
particular, Xu et al. (2010) proposed a marginal likelihood approach under the gamma
frailty model. Zhang et al. (2013) and Lee et al. (2015b, 2016) have studied Bayesian
approaches. However, the marginal likelihood and Bayesian approaches may involve
evaluation of the intractable integrals over the random-effect distributions, which can
be avoided by the h-likelihood approach.

To model semi-competing-risks data, we used only a univariate frailty based on
three transitions in Fig. 10.1. Extension to models with correlated frailties would be
an interesting future work. Furthermore, we have assumed a Markov process for such
transition, but comparison with a semi-Markov assumption may also be interesting.
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10.4 Appendix

10.4.1 Marginal Likelihood Estimation Procedure

The marginal likelihood, denoted by m, can be obtained by integrating out the frailties
from the h-likelihood:

m=m(B, A\, @) = Zlogi/ exp(h;) dvi], (10.12)

where h; = €;; + {,; is the contribution of the ith individual to % in (10.8). The
marginal likelihood m often requires a numerical integration (e.g., for the log-normal
frailty model).

However, for the gamma frailty model with E(u;) = 1 and var(u;) = «, we have
an explicit marginal likelihood as follows. Since the second term of the h-likelihood
in (10.8) with gamma frailty is given by

b = by (s v) = o (v — uy) + c(@),

with ¢(a) = —log '(a™") — a~!log o, from (10.8) and (10.12) we have
m =D [inflog A1 (yi1) + x/ Bi} + 6:2(1 = Gi1) {log Az (yi2) + x5}

+ 6i1612{log A3 (yi2) + x/ B3}]
=2 [+ di)log(l + apiy) —log{a™ (™" +64)/T(a™ )]

= Zdl(lq) log Aok, + Z Sin(x! Br) + ZdZ(kz) log Ao2x,

kl i k2

+ 001 = 6:1) (] B2) + D ks log Mosiy, + D, 1162 (x] B3)
i k3 i

= > [ + Gip)log(l + apiy) — 8116 log(1 + a)], (10.13)

1

where 5,’+ = 5,‘1 + 61’2 and Miv = 23:] Mij with

pir = Aot (i) exp(x/ B) = D Ao I ik < yin) exp(x] Br),
ki

pi2 = A (yi2) exp(x] B2) = D Mok, (2t < vin) exp(x] o).
k2

iz = Aoz(vit, via) exp(x] B3) = Z Nosks T (i1 < Y3y < viz) exp(x] 33).
k3



258 10 Further Topics

In fact, the marginal likelihood (10.13) is the same as that of Xu et al. (2010).
With gamma frailty, the score equations for  are given by

om a '+ 6,

=S — (= ) s 10.14
B ; : (041 +ﬂi+)u 1]x ( )
om a4+ 6;

_— = 5,‘ 1-— 5,‘ —\ — i is 10.15
95 [ 2( 1) (al +M+)u 2}36 ( )
om a6,

_— = 5,~ 51’ -\ — i i 10.16
0535 e (04_' +Mi+)u3]x ( )

In particular, the solutions of Om /) jk; =0 (j = 1,2, 3) lead to the closed forms:

djw))
s
> i€Ruj) exp(x; 3;)it;

Xoji, (B, @) = (10.17)

where ii; = (o' 4+ 8;3) /(o' + ;). We see that the equations for (83, Aoj) in
(10.14)—(10.16) and (10.17) are extensions of those from the univariate gamma frailty
models (Andersen et al. 1997). Finally, the score equation for the frailty parameter
« is given by

Oom _ _ _ _
oo Z[6i15i2(1 +a) ™ +a P log(l+ api) = (@7 + 0 mip (L + api) ™'

1

Then the fixed parameters (3, @) can be estimated using the Newton—Raphson
method, with the second derivatives —8%m /0a?.

10.4.2 Comparison of H-Likelihood with Marginal
Likelihood

We assume that v is known. Recall that given (3, v), the score equations Oh /O jx; =
0 (j = 1, 2, 3) provide the nonparametric MHLEs, i.e.,

djw)
= .
> i€Rq,) exp(x; Bj)ui

XOjk, B,v) =

From the MHL estimating equations 0k ,/3; = 0, the score equations for 3, under
gamma frailty, become
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A=At

oh
3_51 Noi=ro1 z {51‘1 - Milui]Xi

Oh
=D 1001 =) — Mizui]xi

8_62 A=A
oh
a_ﬁ% A=Az Z {5515!2 — Hi3lU; }xi Aos=hos
From on
0 = Oy — pisur) + ' —alu; =0,
we have
oy
iy = ———,
a !+ iy

Ap=Ae
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(10.18)

(10.19)

(10.20)

(10.21)

which also becomes E (u;|y?) because the conditional distribution of u; given the
observed data y = (yi1, yi2, 0i1, 0;2) is again gamma. Here ;1 = d;; 4+ 6;» and
Wit = pi1 + pio + 3. It can be easily seen that the score Eqgs. (10.18)—(10.20) with
(10.21) are equivalent to the Egs. (10.14)—(10.16) with (10.17), which are given by

om 0171 + 5i+
— =X, = Oit — it ——— ) txi
opy o=l Z Lo ](041 + ,Ui+) lx

i
i

om a6,
o Ag=h = 0i10i2 — pis| ————— ) 1
0p; 1= Z 1o 3(0é_1 +.Ui+)}x

i

Accordingly, given o the MHLEs for 3 are the same as the MLEs.

10.4.3 Fourth-order Laplace approximation

Xor=ot

om a 461
YR S Oin(1 = 6i1) — pio| ————— ) (%
355 bocse = 2ot =60 -G )

Ao2=No2 *

Ao3=Aos

Following Tierney and Kadane (1986) and Lee et al. (2017b), we can show that with
the gamma frailty, the fourth-order Laplace approximation (denoted by m,(k)) to

the marginal likelihood m = [ exp(h)dv is given by

my(h) = sy(h) — F*(h),

(10.22)

where s,(h) = p,(h) — F(h)/24 is the second-order Laplace approximation to m,
and F(h) = —2> (™' + ;1) and F*(h) = (1/360) >, (™' 4 &;4+)>. Note

here that
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’

po(h) = [h - %log det{H (h; v)/(zw)}}

v=0

where H (h; v) = —0>h/0v? and ¥ solves Oh/Ov = 0. Then it becomes

my(h) = pu(h) + (1/12) D" (o™ +6i1) 7" = (1/360) D _(a™" +6i) .
It can be seen that m, (/) in (10.22) is equivalent to approximating m by the fourth-
order Stirling approximation
logI'(x) = (x — 1/2) log(x) + log(2m)/2 — x + 1/(12x) — 1/(360x%).
Accordingly, we suggest a modified h-likelihood based on £, defined by

my(hp) = sy(hy) — F*(h), (10.23)

which becomes a higher order approximation to m,. Here s,(h,) = p,(h,) —

F(h)/24. Note that s, (h) and s, (h,) are the second-order Laplace approximations

tom in (4.7) and m, in (4.8), respectively and that m, (h) and m, (h ) are the fourth-
order Laplace approximations to m and m ,, respectively.
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Appendix
Formula for Fitting Fixed and Random
Effects

We outline a unified formula for estimating the fixed and random effects 7 =
(BT, v1)T in the models used in each chapter. This consists of two procedures,
the IWLS and ILS equations, for the HGLMs and semiparametric frailty models,
respectively.

A.1 IWLS Procedures

|(®"VP)? = PTVy, |

(1) HGLM (Chap. 3)

P= ()(i Ii), V= (V(;/ g) and yo = (wT, RTQ~HT

(Note) R = 0 under normal random effects.
(2) AFT model with normal random effects (Chap. 8)

_ X Z _ w* 0 _ T oT\T
P_(Olq)’ V—(0 Q) and yp = (w™',0")

A.2 ILS Procedures

(PTVP)? =Py}
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(1) Cox-PH model (Chap.?2)
P=X, V=W*andy, = w*

(2) Simple frailty model (Chap.4)

(X Zz (W0 « _ (T RT )=1\T
P_(Olq)’ V_(0 Q) and yp = (W™ ,R"07)".

(Note) R = 0 under normal random effects (or log-frailties).
(3) Multicomponent frailty model (Chap. 5)

o X Z _ w* 0 * __ *T T\T
P_(Olq)’ V_(0 Q) and y5 = (w*',0")".

Here, Z = (Z,--- , Zy), 14 = BD(,,, ..., I;), and Q = BD(Qy, ..., Q) with
0, = =0/ = (r=1,...,k).

(4) Competing-risks frailty model (Chap. 6).

(4-1) Cause-specific hazards frailty model

_ X Z W * *T oT\T
P_(Olk*)’ V= (0 Q) and y; = (w*,0")".

Here, k* = K x g with the number of events K = 2, X = BD(X, X), Z =
BD(Z, Z), and W* = BD(W;", W5).
(4-2) Subhazards frailty model

(X z (w0 « _ (T OT\T
P_(Olq*)’ V_(O Q) and y5 = (w*",0")".

Here g* = g x m with the number of frailty terms m, and W* and w* depend on the
IPCW weights w;;.

(5) Joint survival model (Chap.9).

(5-1) Repeated measures and a univariate event time

(X Z (WO . INT
P_(Olq)’ V_(O Q) andyo—(wl,wz,O)

Here, X = BD(X1, X»), Z = (ZI ,vZ1)T, and W = BD(W,, W>).
(5-2) Repeated measures and competing-risks event times

X Z W 0 .
P:(Olq), V=(0 Q) andyoz(w{’sz’wg’oT)T.

Here, X = BD(X1, X5, X»), Z = (Z] ,miZ], %, Z1)" and W = BD(W;, W,, W5).
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(6) Semi-competing-risks model (Chap. 10)

X7Z W* 0 * * * * —
PZ(O L,)’ VZ( 0 Q) and y5 = (wi”, w3, wi, RTQ™HT.

Here, X = BD(X, X, X), Z = (Z",Z", Z")T and W* = BD(W;, W5, W}), and
(7) Variable selection in the frailty model with competing risks (Chap.7)

(PVP +n%, )7 =Py,

where %, , = diag{J] ,(13;1)/16;1}.
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