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Notation

Here, we give a list of the most often used symbols within this thesis.

i

* censoring indicator,

* 0 for right-censored, 1 for exactly observed, 2 for left-
censored, 3 for interval-censored observations;

* vector of ones;

x density of N(0, 1)

* density of N'(u, 02)

* density of g-variate normal distribution with mean p
and covariance matrix X

* cumulative distribution function of N (0, 1)
* cumulative distribution function of N (u, 02)

* Interval censored observation

* according to the context, the interval might be closed,
half closed or open
tU

= / p(s)ds if th <tV
t

L
= p(th) = p(tV) it =17
* symbol used to write down the likelihood of the interval
censored data

XVii



XViii NOTATION




Preface

The accelerated failure time (AFT) model, the principal topic of this thesis
is a regression model used to analyze survival data. The term survival data
is usually used for data that measure the time to some event, not necessarily
death. Precisely, the event time will be considered a positive real valued
variable having a continuous distribution. In particular practical situations,
data on event times are obtained by following subjects in the study over
(calendar) time, recording the moments of the specified events of interest
and computing the time spans between the event and some initial - onset
time (e.g. enter to a study and disease progression, contagion by HIV virus
and onset of AIDS, tooth emergence and the time it is attacked by caries for
the first time).

A typical feature of survival data is the fact that the time to event is not
always observed completely and observations are imposed to censoring. Most
commonly, either the study is finished before all subjects involved encounter
the specified event or the subject leaves for some reasons the study before
encountering the event. In both situations, only the lower limit for the true
event time is known and we talk about right censoring (see Sections
and [[4] for examples).

In many areas of medical research, the occurrence of the event of interest
can only be recorded at planned (or unplanned) visits. The exact event time
is then only known to happen between two examination times (visits) and
we encounter interval censoring. Typical examples are (a) time to caries
development; (b) time emergence of a tooth (Section [[l); (c) time to HIV
seroconversion; (d) time to the onset of AIDS (Section [[J). Indeed, in case
of a cavity or of emergence the event is often observed after some delay, say at
planned (or even unplanned) visits. Similarly, HIV seroconversion can only
be determined by regular or irregular laboratory assessments. However, the
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XX PREFACE

event may also happen before the first examination (e.g. a decayed tooth
is detected already at the first dental examination) and we get a so called
left-censored observation or it may happen after the last examination result-
ing in a right-censored observation. Hence interval censoring is a natural
generalization of the commonly encountered right censoring.

Often not only the event time but also the time which specifies the origin
of the time scale for the event (the onset time) can only be recorded in the
same way as described in the previous paragraph. An example is the time to
caries development on a tooth where the time of tooth emergence constitutes
the onset time for caries (see Section [[l). We then speak of doubly interval
censoring. We further formalize the notion of censoring in Chapter

Furthermore, the independence between the event times cannot always be
assumed thereby entering the area of multivariate survival data. The de-
pendence can be caused by very different factors. Although many methods
described in this thesis can be applied to any multivariate survival data the
dependencies in our applications are all result of some type of clustering:
emergence or caries times of several teeth of one child (Section [[), or pro-
gression free survival times of several patients within one hospital in a mul-
ticenter clinical trial (Section [LAl). Also recurrent infection times on one
patient (Section [[Z) can be considered to result in clustered data.

The ultimate goal of the research presented in this thesis was to develop the
AFT models which can be used to analyze multivariate survival data, possi-
bly under the presence of doubly interval censoring. The scale of complexity
considered in this thesis starts with interval censoring which can be handled
by all methods introduced here. Possible dependencies between the observa-
tions (multivariate survival data) are viewed as the next step on the scale of
complexity and finally, doubly interval censoring is regarded to be the final
level of complexity treated by this thesis and only some methods shown here
reached this final stage. With all the levels of complexity we strived for the
model with distributional assumptions as flexible as possible. Two slightly
different directions are followed in the thesis to address this issue. Both of
them use a Gaussian mixture as a building block to model an unknown dis-
tribution. Whereas the first and more extensively explored approach uses
the mixture with a higher number of fixed mixture components with mixture
weights estimated using a kind of penalized methodology the second tech-
nique uses a classical mixture with both the number as well as the weights,
locations and scales of the mixture components unknown.

Chapter Ol introduces several data sets that contain each survival data in-
volving one or more issues discussed above and that will be used throughout
the thesis to illustrate the developed methods. Terminology and notation
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used in the thesis are formalized in Chapter Bl together with an explanation
of some basic notions in the analysis of the survival data. The most popular
regression models for the survival data are introduced in Chapter Bl

In Chapter Hl we give the likelihood for interval and doubly-interval-censored
data and discuss briefly the difficulties encountered when using maximum-
likelihood methods in the context of (doubly) interval-censored data. Subse-
quently, we show how the Bayesian inference together with the Markov chain
Monte Carlo (MCMC) methodology can simplify the calculations.

Available methods for the analysis of interval-censored data will be reviewed
in Chapter Bl and one of the methods, namely the Bayesian proportional
hazards model with a piecewise constant baseline hazard function will be
applied to the analysis of the dental clustered doubly-interval-censored data.

In Chapter [l we explain in detail how the classical and the penalized normal
mixtures can be used to specify unknown distributions in a flexible way.

The first AFT model presented in this thesis — the AFT model with an error
distribution being a normal mixture with a high number of fixed compo-
nents estimated using the penalized maximum-likelihood method — is shown
in Chapter [ However only univariate interval-censored data can be handled
by this method. To move on to the area of multivariate or even doubly-
interval-censored survival data we found it more advantageous to use a Bay-
esian methodology rather than the more classical maximum-likelihood based
techniques. The Bayesian AFT model allowing for multivariate interval-
censored data and using a classical normal mixture with both unknown
number of mixture components as well as the mixture components them-
selves to specify the error distribution is presented in Chapter B Finally,
Chapters @ and [ show the Bayesian AFT models suitable for multivariate
doubly-interval-censored data that exploit a penalized normal mixture with
higher number of fixed components. For all methods described in this thesis,
software was written in the form of R @meﬂealﬂ, |2()QH)
packages called smoothSurv and bayesSurv downloadable from the Compre-
hensive R Archive Network at http://www.R-project.org. The software is
briefly described in Appendix
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Chapter

Motivating Data Sets

This chapter introduces the data sets which will be used throughout the the-
sis illustrating the developed techniques and showing their generality. Each
data set involves one or more specific features of interest here, discussed
briefly in the Preface. The Signal Tandmobiel® data set introduced in Sec-
tion [CTl involves clustered interval- and doubly-interval-censored dental ob-
servations. Section describes a clinical trial with patients with a chronic
granulomatous disease where times of possibly recurrent infections were of
interest. At the same time, the time of the last infection is right-censored.
The Women’s Interagency HIV Study involved interval-censored data and is
described in Section In Section [C4l, a multicenter clinical trial is de-
scribed which evaluated the effect of perioperative chemotherapy on disease
progression in early breast cancer patients where the heterogeneity accross
the centra plays an important role.

1.1 The Signal Tandmobiel® study

The Signal Tandmobiel® project is a longitudinal oral health study performed
in Flanders from 1996 to 2001. It involved 4468 schoolchildren (2315 boys
and 2153 girls) born in 1989. Two stratification factors, i.e. geographical
location (5 provinces) and educational system (3 school systems) establishing
15 strata, were taken into account. The sample represented about 7% of the
corresponding Flemish population of school children. Detailed oral health
data at tooth and tooth-surface level (caries experience, gingivitis, etc.) were
annually collected by a team of 16 dentists whose examination method was
calibrated every six months. In addition, data on dietary and oral hygiene

3



4 CHAPTER 1. MOTIVATING DATA SETS

habits were collected using a questionnaire completed by the parents. Hence
the data set consists of a series of at most 6 longitudinal dental observations
and reported oral health habits. The details of the study design and research

methods have been described in detail by [Vanobhergen et all (2000).

Here, we concentrate on the emergence and caries times of permanent pre-
molars and molars (teeth kK + 4, K + 5, kK + 6, k = 10,20, 30,40 in European
dental notation, see Figure [Tl). There is no doubt that an adequate knowl-
edge of timing and patterns of tooth emergence and/or caries attacks are
still essential for diagnosis and treatment planning in paediatric dentistry
and orthodontics. Additionally, the effect of certain prespecified factors (like
the caries status of the primary teeth — see Figure for their notation, use
of fluoride supplements, brushing habits etc.) on the emergence or caries
processes are often of interest.

An interesting feature of this data set, though typical in dental applications, is
the fact that both emergence and onset of caries are only observable when the
child is examined (by a dentist). This leads to interval-censored emergence
times and to doubly-interval-censored times for caries (see also Figure ETI).
Additionally, the teeth of a single mouth share common immeasurable or

A Canme

A Premolars

MAXILLA
18 “ 28
48 38
47 : 37
MANDIBLE
46 : 36

Figure 1.1: European notation for the position of permanent teeth. Maxilla
= upper jaw, mandible = lower jaw. The first and the fourth quadrants are
at the right-hand side of the subject, the second and the third quandrats are
at the left-hand side of the subject.



1.2. THE CHRONIC GRANULOMATOUS DISEASE TRIAL (CGD) 5

only roughly measured factors like genetical dispositions or dietary habits.
As a result, the emergence times or the times to caries of teeth in the same
mouth are related. Hence, when studying the emergence time or the time to
caries of several teeth, dependencies among the observations taken on a single
child must be taken into account. Analysis of the emergence time or time to
caries is reported in several sections of the thesis.

1.2 The Chronic Granulomatous Disease trial (CGD)

The Chronic Granulomatous Disease is a group of inherited rare disorders
of the immune function characterized by recurrent pyogenic infections which
may lead to death in childhood. There is evidence of a positive role of gamma
interferon in restoring the immune functions of the patients. For that reason,
a multicenter placebo-controlled randomized trial was conducted to study the
ability of gamma interferon to reduce the rate of serious infections.

Between October 1988 and March 1989, 128 patients (63 taking gamma inter-

Incisors
Canine

Molars :

MAXILLA

MANDIBLE

85
84
vl

82 72

75

74
OOy
8171

Figure 1.2: European notation for the position of deciduous (primary) teeth.
The quadrants are numbered 5, 6, 7, 8. The fifth and the eight quadrants
are at the right-hand side of the subject, the sixth and the seventh quadrants
are at the left-hand side of the subject.



6 CHAPTER 1. MOTIVATING DATA SETS

feron, 65 taking placebo) with CGD were accrued by 13 hospitals in Europe
and the United States. The average follow-up time was 292 days, minimal
and maximal follow-up times, respectively were 91 and 432 days, respec-
tively. For each patient, times of initial and any recurrent serious infections
were recorded. There is a minimum of one and a maximum of eight recurrent
infection times per patient, with a total of 203 records.

Besides the gamma interferon there are other factors that may influence the
times between the infections. In the course of the study the following addi-
tional information was recorded for each patient:

e Age at time of study entry (mean 14.6 years, range from 1 to 44 years,
standard deviation 9.8 years);

e Gender: male (n = 104), female (n = 24);

e Pattern of inheritance: autosomal recessive (n = 42), X-linked (n =
86);

e Using corticosteroids at time of study entry: yes (n = 3), no (n = 125);

e Using prophylactic antibiotics at time of study entry: yes (n = 111),
no (n =17);

e Category of the hospital: US — NIH (n = 26), US — other (n = 63),
Europe — Amsterdam (n = 19), Europe — other (n = 20).

The data can be found in Appendix D.2 0f|ﬂamj_n,g_a.nd_ﬂa.mngmﬂ (IJ_ELQ_]])

It is of interest here to set up a regression model with the time between the
two consecutive infections as response and mentioned factors as covariates.
It should be taken into account that the infection times of one patient cannot
be assumed to be independent. We address this issue in Section

1.3 The Woman’s Interagency HIV Study (WIHS)

The Woman’s Interagency HIV Study comprises the cohort of 2058 seropos-
itive women with a comparison cohort of 568 seronegative women being
exposed to a higher risk of HIV infection than the common U.S. popula-
tion. The study groups were enrolled between October 1994 and November
1995 through six clinical consortia at 23 sites throughout the United States.
Barkan_et. all (|1_9_9_8) provide full details on the setup of the study. In this
thesis we concentrate only on the WIHS Oral Substudy involving 224 seropos-
itive AIDS-free (at baseline) women.

The women participating in the Oral Substudy were regularly (on average
every 7 months) examined for AIDS symptoms, the number of copies of
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PATIENTS (EBCP) 7

the HIV RNA virus (viral load) and CD4 T-lymphocyte counts per ml of
blood. Additionally, the presence of one of the three oral lesion markers: oral
candidiasis, hairy leukoplakia and angular cheilitis was checked. The aver-
age follow-up time was 41 months and the maximal follow-up time was 84
months. For each woman, the time of seroconversion (HIV infection) was ex-
ternally estimated and assumed to be known. Clinical AIDS diagnoses were
self-reported in 73.5% of cases, presumptive or definite in 17.5%, and inde-
terminate in 9%; the case definition did not depend on CD4 T-lymphocytes.
For 66 women the onset of AIDS was interval-censored, while for 158 women
it was right-censored.

For HIV positive people, it is of interest to describe the distribution of the
time to the onset of an AIDS-related illness based on some measured quan-
tities. We examine in Section [ how the classical predictors like viral load
and CD4 T-cells counts together with oral lesion markers can be used in de-
scribing this distribution.

1.4 Perioperative Chemotherapy in Early Breast
Cancer Patients (EBCP)

To investigate whether a short intensive course of perioperative chemotherapy
can change the course of early breast cancer compared to surgery alone, the
European Organization for Research and Treatment of Cancer (EORTC) con-
ducted a multicenter randomized clinical trial (EORTC Trial 10854). From
1986 to 1991, a total of 2793 women with early breast cancer were random-
ized to receive either one perioperative course of an anthracycline-containing
chemotherapeutic regimen within 24 h after surgery (n = 1398) or surgery

alone (n = 1395). See IClahsen_et_all (|J_9_Qd) for more details on the trial.

Patients were followed-up for several endpoints, however, we concentrate on
the progression-free survival (PFS) time. The mean follow-up time was 8.15
years with a maximum of 14.13 years. Other factors that may influence the
PFS time include:

e Category of the age of the patient: <40 years (n = 321), 40-50 years
(n =1796), >50 years (n = 1676);

e Type of surgery: mastectomy (n = 1231), breast-conserving surgery
(n = 1542), missing data for n = 20 patients;

e Category of the tumor size: <2 ecm (n = 823), >2 ¢m (n = 1915),
missing data for n = 55 patients;
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e Pathological nodal status: negative (n = 1467), positive (n = 1303),
missing data for n = 23 patients;

e Presence of other disease: no (n = 2542), yes (n = 234), missing for
n = 19 patients.

The trial was conducted in 14 centra located in 5 geographical regions (the
Netherlands, Poland, France, South of Europe and South Africa). Figure
shows Kaplan-Meier estimates of PFS time survival functions for the treat-
ment and control group, separately for each center. Obviously, there is a huge
heterogeneity among the centra. Not only the overall proportion of PFS pa-
tients at fixed time points differs from center to center but also the effect of
treatment on PF'S both quantitatively and qualitatively seems to vary accross
centra. Models that measure the effect of covariates and that allow modelling
heterogeneity between centra will be considered in Chapters B and @
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Figure 1.3: EBCP Data. Kaplan-Meier estimates of the PFS time distribu-
tion separately for each institution. Solid line: treatment arm, dotted-dashed
line: control arm.
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Chapter

Basic Notions

In this chapter we introduce some notation that will be used throughout the
thesis and explain more in detail some basic notions like types and mecha-
nisms of censoring considered.

2.1 Right, left and interval censoring

Let T;;, 7 = 1,...,N, I = 1,...,n; be the exact event time for the [th
observational unit of the ith cluster. It will be assumed throughout the thesis
that T} ; is a nonnegative random variable with a continuous distribution with
some density p; ;(t) which might depend on a vector of covariates, e.g., x;; =
(@ig1,--- ,xi7l7m)’. The time T} ; can either be known exactly or in a coarsened
manner and is then called censored. Suppose first that knowing whether the
event occurred or not requires a detailed examination (visit to a dentist,
laboratory assessment) executed at pre-planned visits. Then it is only known
that the event time occurred after, say tﬁl, and before, say ti{l. According to
the context, we either know tﬁl <Ty < tgl, tfl <T < tgl, tfl <Ty < tgl,
or tiLJ <Ti < t?l Thus, the true event time 7; ; is known to lie in the interval
whose lower and upper limits are equal to tiLl and tZUl, respectively and the
observation is called interval-censored. Note that all methods presented in
Part [ of the thesis lead to the same results irrespective of whether the
interval is closed, open or half open. To cover all these situations we will
write T;; € Ltfl, tglj.

With the same notation right-censored observations are obtained, i.e. by set-
ting tZU = oo and tle equal to the time the subject was last seen before leaving

the st{ldy or before the study was terminated. Similarly, a left-censored ob-

11
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servation is obtained with tle =0 and tzUl equal to the first time, the subject
was seen after the event. Finally, an e>’<actly observed time ¢;; is recorded
with tle = tgjl = t;;. Below, a censoring indicator ¢;; is used, which will be
equal to 0 for right-censored, 1 for exactly observed, 2 for left-censored and
3 for interval-censored observations, respectively.

2.2 Doubly interval censoring

Suppose that the event time T;; is obtained as the difference of two random
variables: V;, here always called the failure time and U, ;, here always called
the onset time, ie. T;; = V;; — U;;. The pair U;;, V;; can be, for example,
the emergence time of a tooth and the onset time of caries of that tooth.
Doubly interval censoring is obtained in the situations when either U; ; and/or
Vi, are interval-censored and it is only known U;; € Lufl,uglj and V;; €
LviLJ, vZ[{lJ A scheme of a typical doubly-interval-censored observation is given
in Figure EZT and an example is given by the Signal Tandmobiel® data of
Section [LT] with U;; being the emergence time of the lth tooth of the ith
child and V;; being the time when the same tooth is attacked by caries for
the first time.

In the following, we omit the subscript (i,1) from all expressions if it is not
necessary to make an explicit distinction among different observations of one
data set or use only a single subscript 7 if we do not deal with multivariate
survival data.

. L U : ; L U
Observed onset time |u;, u; | Observed failure time [v;7, v ]
True onset time u; True:failure time v;
: . _ I
: : True event time ¢;; l l
Examinations: Sill Sil2  Sil3 Sil4  Sils Sil6

Figure 2.1: Doubly interval censoring. A scheme of a doubly-interval-censored
observation obtained by performing examinations to check the event status
at times s;;1,...,5;;6. The onset time is left-censored at time ugl = 511
(i.e. interval-censored in the interval LuiLJ, ugjlj =10,5,7,1]), the failure time

is interval-censored in the interval LviL,l,sz’lJ = [Si15, 5i16]
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2.3 Density, survival, hazard and cumulative ha-
zard functions

A continuous distribution of an event time 7' is uniquely determined by its
density p(t). Equivalently, the distribution of 7' is determined by a non-
increasing right-continuous survival function S(t) defined as the probability
that T exceeds a value ¢ in its range, i.e.

Sit)=Pr(T >t) = /too p(s) ds.

Another possibility is to specify the hazard function h(t) which gives the
instantaneous rate at which an event occurs for an item that is still at risk
for the event at time t, i.e.

Pre<T <t+At|T >t
o gy PUET STz

pu— >
Am N Pr(T € Ny(dt)|T > t),

Ny(dt) = [t, t + dt).

The density and the survival function can be computed from the hazard
function using the following relationships:

p(t) = h(t) exp{—H(t)},
S(t) = exp{—H(t)},

where H(t) = fot h(s)ds is the cumulative hazard function.

2.4 Independent noninformative censoring and sim-
plified likelihood

Throughout the thesis we will assume independent noninformative censoring
in the therminology of [Kalbfleisch_and Prenticd (IZQQ_ﬂ) In this section, we
explain this concept first in the framework of right-censored data and then
extend it to the area of interval-censored data. Finally, we introduce the term
of simplified likelihood and remark that it can be used for the inference with
censored data under the assumption of independent noninformative censor-
ing.
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2.4.1 Right-censored data

Kalbfleisch and Prentice (|2_O_Oj) introduce the concept of independent non-
informative censoring in the context of right-censored data in the following
way. Let C' denote the random variable causing the censoring. That is, in-
stead of observing the event time 7" we only observe X = min(7, C') and

§=1I[T <)

Independent censoring

They call the censoring mechanism independent when the hazard which ap-
plies to the censored population is at each time point the same as the hazard
which applies would there have been no censoring. That is, the hazard func-
tions have to satisfy

Pr(T € Ny(dt)|C >t, T > t) = Pr(T € Ny(dt) | T > t) (2.1)

for any ¢t > 0. Note that independence of random variables T and C implies
that the condition () is satisfied. However, T' and C' are not necessarily
independent when the condition (1) is fulfilled.

Further, [Kalbfleisch_and MacKay (1979) proved that the condition () is

equivalent to so called constant-sum condition:

Pr(6 =1|T € N(dt)) + /t Pr(C € Ny(dz), 6 =0|T>z) =1 (22)
0

for any ¢t > 0, introduced by Mams_and_lﬁgakgel d]_&?_ﬂ) The term

Pr(5 =1 | T e Nt(dt)) could be interpreted as the probability that a sub-
ject who would fail at time ¢ is actually observed to fail and the term
Pr(C € N,(dx), 6 =0 ‘ T> x) has the meaning that a subject who survives
at least = time units is censored at time z. To relate the condition ([ZZ) to its
interval-censored version which will be introduced in the following section,
we rewrite it into the form:

=1. (2.3)

Pr(s = 1|T € Ny(dt)) +/0 Pr(C € N;(rd(?’:[;, Z’);O)a §=0)

Noninformative censoring

Kalbfleisch and Prentice (2002) further call the censoring mechanism nonin-
formative if the censoring random variable C' does not depend on any pa-
rameters used to model the distribution of the event time 7T". In other words,
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with the independent noninformative censoring, the censoring procedure or
rules may depend arbitrarily during the course of the study on:

e previous event times of other subjects in the study;
e previous censoring times of other subjects in the study;
e random mechanisms external to the study;

e values of covariates possibly included in the model;

but must not contain any information on the parameters used to model the
event time.

The independent noninformative censoring includes type I censoring. In this
case, censoring can only happen at a pre-planned calendar time. This cen-
soring scheme has been used for the CGD data introduced in Section and
for the EBCP data of Section [L4]

2.4.2 Interval-censored data

Consider now the case of interval-censored data where the observed intervals
are generated by a triplet (77, TV, T'). That is, we observe an interval
[th, U if TF = ¢, TV = tY and T € |T*, TY|. Note that since the
observed interval |77, TV | must contain the event time 7', the support of
the random vector (7%, TV, T)" is equal to

{(t" Y, 1) 0<th <t <tV < oo}

Oller, Gémez, and Calle (IZQO_Z_I) show that the interval-censored counterpart
of the constant-sum condition (Z3) is given by

/ / Pr(T* € Nu(dth), TV € Nw(dt!), T € [t", t7]) (2.4)
Pr(T € [t£, tV]) - '
{(tL,tU):teLtL,tUJ}

for all t > 0. Further, they introduce the term noninformative condition and
show that it is stronger than the constant-sum condition (). It should be
pointed out that Oller et al. use the term “noninformative” in a different
context than [Kalbfleisch and Prenticd (2002) whose meaning of this word is

adopted in this thesis.

In summary, we will call the interval censoring independent if it satisfies
the constant-sum condition (Z4)) and noninformative if the distribution of
censoring random variables 7% and TV does not depend on the parameters
used to model the distribution of the event time T
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A typical example of an independent noninformative interval censoring can
be found in the Signal Tandmobiel® data (Section [CT]) and in the WIHS
data (Section [[3). In both cases even a stronger condition of independence
of T and (T, TV)' is satisfied. Indeed, either dental examinations or check
ups of the AIDS status were performed at pre-planned time-points and thus
external to the studied event time. Note that interval censoring would not
be independent when the event induces an examination, namely when a child
visits the dentist because of a decayed tooth.

2.4.3 Simplified likelihood for interval-censored data

We explain in Chapter Bl that likelihood is the corner stone for the inference
on the event time 7. Strictly speaking, with interval-censored data, the
likelihood contribution is given by the density of observables, i.e. by the
density of the vector (T", TV)" whose support is such that T € |T*, TY |
with probability one. That is, the likelihood contribution of the observed
|tF, tY] is given by

Lyuy =Pr(T" € Ny (dth), TV € Ny (at), T € [t tV]).

However, it is shown in Qller_et._all (IZQ_O_Z]) that under the assumption of
independent noninformative censoring, the likelihood contribution L, is
proportional to so called simplified likelihood contribution

L="Pr(T e [th Y)]),

where a possible randomness of 77 and TV is ignored. Consequently, the
inference on the event time 7 can be based on this simplified likelihood.
In the remainder of the thesis, we will use the simplified likelihood for the
inference and omit the word ‘simplified’ for clarity.



Chapter

An Overview of Regression
Models for Survival Data

Two regression models dominate the survival analysis to describe the de-
pendence of the distribution of the event time T on covariates, say x =
(x1,...,2m)": (a) the proportional hazards (PH) model and (b) the acceler-
ated failure time (AFT) model. In this chapter, we introduce these two mod-
els, compare them and show how they can be extended to handle multivariate
survival data. We also review these models for the analysis of right-censored
data however with an emphasis on the AFT model. For methods that allow
interval- or doubly-interval-censored data we refer to Chapter B

3.1 Proportional hazards model

This model, introduced by @ (@), specifies that, for a given covariate
vector x, the hazard function is expressed as the product of an unspecified
baseline hazard function #(t) and the exponential of a linear function of the
covariates, i.e.

h(t|x) = ho(t) exp(B'x). (3.1)

The regression parameter vector 3 is estimated by maximizing a partial like-
lihood (@, Eﬁ) which treats fg as nuisance and does not estimate it.
However, when the baseline hazard hg is of interest as well, e.g. for predic-
tion purposes, its non-parametric estimate can be obtained using the method
of Em (E@) The survival function for an object with covariates x,

17
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S(-|x), is related to the baseline survival function Sy by the relationship
S(t|@) = {So(t) } PP,

An exhaustive treatment of the PH model and its extensions can be found,
e.g., in [Thernean and Grambsch (2000) or [Kalbfleisch and Prenticd (2002,
Chapter 4). The software to fit the PH model using the method of maximal
partial likelihood together with possibilities to compute residuals, draw diag-
nostic plots or assess goodness of fit is available in most modern statistical
packages, e.g. function coxph in R/S-PLUS or procedure PHREG in SAS.

3.2 Accelerated failure time model

The accelerated failure time model is a useful, however less frequently used
alternative to the PH model. For this model, the effect of a covariate implies
on average an acceleration or deceleration of the event time. For a vector of
covariates @ the effect is expressed by the parameter vector 8 in the following
way:

T = exp(B'x) To,

where Tp is a baseline survival time. On the logarithmic scale, this model
becomes a simple linear regression model

log(T) = B'z +¢, (3.2)

with ¢ = log(7p). The hazard and survival functions of a subject with co-
variate vector x is related to the baseline hazard (hg) and survival function
(So) by the relationships

Btle) = holexp(~B'2)t} exp(-F'a) (33)
Sitlx) = So{exp(—B'z)t}.

Usually one assumes that the error random variable ¢ has a density g.(¢)
from the location-scale family, i.e. g.(¢) = 7 'gZ{7 (e — @)}, where g7 (")
has location parameter = 0 and scale parameter = 1. The location parameter
« and the scale parameter 7 have to be estimated from the data as well as
the regression parameter 3.

A parametric AFT model assumes that ¢Z(-) is a density of a specific type
(e.g. Gaussian, logistic or Gumbel). In that case, the parameters «, 7 and
B3 can easily be estimated using the method of maximum likelihood. How-
ever, the parametric assumptions affect evidently the shape and character
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of the resultant survival or hazard curves which, in the case of an incorrect
specification, is undesirable, especially when prediction is of interest.

On the other hand, semi-parametric procedures for the AFT model leave
the density g.(¢) unspecified and provide only the estimate of the regression
parameter vector 3. In the past, primarily two semi-parametric methods for
the AFT model with right-censored data have been examined. The first one
is based on the generalization of the least squared method to censored data
first proposed by Milled M) and in a different manner by Buckley and
James (|J_9_ZQ ) giving their names to this approach. A slight modification of
the Buckley-James estimator and its asymptotic properties was given by Lai
and Ying (IEEH') However, a drawback of the Buckley-James method is that
it may fail to converge or may oscillate between several solutions.

The second approach is based on linear rank—tests for censored data and was
developed by [Prenticd (ﬁ , and [Louid (Iﬁl in the case of
one covariate. extended the method to the multiple regression
context. The asymptotic equivalence of the Buckley-James method and the
linear-rank-test-based estimators has been pointed out by Ritoy (I@) The
asymptotic properties of the linear-rank-test-based estimators were presented
in greatest generality by m (@) In contrast to the partial likelihood
method for the PH model, the numerical aspect of the linear-rank-test-based
estimation of the regression parameters of the AFT model could be computa-
tionally cumbersome. Only recently, m (IE) suggested an algorithm
to compute this estimate using a linear programming technique. They also
provide an S-PLUS function. Further, there seems to exist no non-parametric
method to estimate the baseline survival distribution like the method of Bres-
low ) for the PH model. Consequently, the semi-parametric procedures
cannot be used when prediction is of interest.

Only parametric AFT models have been implemented in major statistical
packages (functions survreg in R and SurvReg in S-PLUS and procedure
LIFEREG in SAS).

3.3 Accelerated failure time model versus propor-
tional hazards model

Both the PH as well as the AFT model make an explicit assumption about
the effect of covariates on the hazard function. The effect of covariates on
the hazard function in the PH model is given by (B), in the AFT model
by (B3)). The assumed different effect of a covariate on the baseline hazard for
the PH and AFT model is exemplified in Figure Bl It is seen that, like in the
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PH model, in the AFT model the effect of covariates on the baseline hazard
function is multiplicative, but additionally for the AFT model an acceleration
or deceleration of the time scale is seen. Also, in the AFT model the hazard
is increased for # < 0 whereas in the PH model for g > 0.

We point out (see [Kalbfleisch and Prenticd, 2002, Section 2.3.4) that the PH

model and the AFT model are equivalent if and only if the distribution of
the standardized error term ¢* = 77!(¢ — a) in the AFT model @2) is the
Gumbel (extreme value distribution of a minimum), i.e. when

g2 (e") = exp{e" —exp(e")}.

In that case, the distribution of the baseline survival time Tj is Weibull and
the baseline hazard function ho(t) has the form

o(t) = 7 (A1),
where A = exp(—a) and vy = 771,
Further, it is generally true that it is not always possible (e.g. due to lack
of knowledge) to include all relevant covariates in the model. One of the
advantages of the AFT model is that the regression parameters of the included
covariates do not change when other, important, covariates are omitted. Of
course, the neglected covariates have an impact on the distribution of the
error term ¢ in (B2) hich is typically changed into one with larger variability.
Such change, however, is of no major importance (except that it influences
the precision with which the regression parameters of the included covariates
are estimated) when semi-parametric methods or methods with a flexible
distribution for € are used. Unfortunately, a similar property does not hold

for the PH model, see [Hougaard (I]_9_9_Q) for a more detailed discussion.

The fact that only parametric AFT models are implemented in major statis-
tical packages, together with the computational difficulties associated with
the semi-parametric AFT model may have caused that the PH model became
far more popular in practice than the AFT model. See [Nardi and Schemper
) for comparison of the PH model and parametric AFT models. Though,
the property that the AFT model postulates a direct relationship between
failure time and covariates led Sir David Cox (see Reid, M) to remark that
“accelerated life models are in many ways more appealing” than the propor-
tional hazards model “because of their quite direct physical interpretation.”
Indeed, in the AFT model, the regression indicates directly how is the time
— a quantity being understandable also by non-statisticians — increased or
decreased. Whereas, in the PH model, the direct effect of regression is on the
hazard which might be more difficult to understand by practitioners.
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3.4 Regression models for multivariate survival data

Both the PH model and the AFT model can be extended to handle multi-
variate survival data. In this section, we briefly discuss one extension of the
PH model and concentrate mainly on the multivariate versions of the AFT
model that will serve as a basis for developments presented in this thesis.

3.4.1 Frailty proportional hazards model

For multivariate survival data, a common extension of the PH model includes
a cluster specific random effect Z;, called the shared frailty, in the expression
of the hazard function, i.e.

ﬁ(t | $2‘7l, Zz) = ﬁo(t) Zz exp(ﬁ/xu). (34)

The frailty component Z; is most often assumed to have a parametric dis-
tribution such as a gamma or log-normal distribution. For more details, we

refer to lA_a]_e_‘d (I]_QQA), |H£)_]_],ga.aﬂj (IZO_Qd) and tﬂhmsamndﬁ.tamhs&ﬂ (IZ0.0.d)

where also available software is described.

Nevertheless, the model ([B2) is rather simple, e.g., in the analysis of a mul-
ticenter clinical trial only the center effect and not the center by treatment

PH model AFT model

Figure 3.1: Effect of PH and AFT assumption on a hypothetical baseline
hazard function (solid line) for a univariate covariate x taking a value of 0.6
(dashed line) and 1.2 (dotted line) with regression parameter § = —0.5 for
the PH model and § = 0.5 for the AFT model.
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interaction can be controlled for. This drawback led to further developments

mimicking the classical linear mixed model of [Laird and Ward (IlQ_&ﬂ) by

assuming

ﬁ(t ‘ Ljl, bl) = ﬁo(t) exp(ﬁ':ci,l + bézu), (3.5)
where z;; = (zii1,---,%i14) is an additional vector of covariates and b;
= (bi1, ..., big) is a cluster specific random effect which is again usually

assumed to follow a parametric distribution, most often multivariate normal.
Such model is considered, e.g., by [Vaida_and Xu (2000). Note that the
model ([B3) is a special case of ([BH) with z;; =1 and Z; = exp(b;).
Besides the fact that the frailty PH model is not, similarly as the basic PH
model, robust towards neglected covariates, it has another important draw-
back. Indeed, for most frailty distributions, the marginal hazard function
obtained from (B4l by integrating out Z; is no more proportional with re-
spect to the covariates x;;. Moreover, the form in which the covariate vector
x;; modifies the marginal baseline hazard function depends on the assumed
frailty distribution. Consequently, the estimates of the regression parameters
can be highly sensitive towards the choice of the frailty distribution; see
m , Chapter 7) for more details.

3.4.2 Population averaged accelerated failure time model

A natural extension of the basic AFT model allowing for multivariate data,
breaks down the assumption of i.i.d. error terms ¢ in the model expres-

sion (B2) by assuming
10g(Ti,l) :ﬁ/wu + €il, i=1,....,N, l=1,...,n;, (36)

with ; = (€i1,...,€im,;), © = 1,...,N being independent random vec-
tors, each with a multivariate density g.;(€;). Such model is often called
population-averaged (PA) or marginal. When all clusters are of the same
size, i.e. when n; = n for all 4, it is usually assumed that the random error
vectors €;, ¢ = 1,..., N are i.i.d. with a multivariate density g.(e). The
main disadvantages of the PA model is that the model is designed only to ac-
count for within-cluster dependencies and consequently structured modelling
of these dependencies is rather unnatural.

Early semi-parametric approaches to the population averaged AFT model
(BH) with right-censored data are given by |Lj : Lee, Wei,
and Ying (|]§§§) and are directed mainly towards the estimation of the re-
gression parameter (3. They use the following estimation strategy. In the
first step, they ignore the correlation and estimate the regression coefficient
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B using one of the semi-parametric approaches for uncorrelated censored
data outlined in Section (the Buckley-James estimator or censored data
linear-rank-test-based estimator). In the second step, they correct the stan-
dard errors of the estimate using a GEE approach \I_a'_an,g_an_d_Zgﬂﬂ, |1_98_d)
However, we can point out that ignoring the dependence in the estimation
step generally does not take full advantage of the information in the data
and is likely not to be efficient. For that reason, |Ban_a.nd_lﬁm_pﬂr_bﬂd (I]_QQQ)
suggest, in the case of bivariate survival data, i.e. n;, =2 forall:=1,..., N,
methods that account already in the estimation step for the within-cluster
correlation. Briefly, their method iterates between (a) estimating the joint
bivariate distribution of (¢; 1, €;,2)" using the bivariate log-spline density esti-
mate of [Kooperberg (I]_Q%), (b) multiple imputation (hﬂej_a.nd_’_l:a.nn_&ﬂ, |]_9£11|)
of censored observations, (c) estimating the regression parameter 3 using
either ordinary or generalized least squares. Note that this procedure can
be considered as a generalization of the basic Buckley-James estimator, for
which in step (a) the Kaplan-Meier estimator of the survival distribution is
used while ignoring the correlation and in step (b) a simple imputation using
conditional expectations is employed.

Finally, IPan_and_Connett (IZD_OJ]) present an approach that, to some extent,
combines the methods of Lee et all (1993) and [Pan_and Kooperberg (1999).

It iterates between (a) estimating the marginal distribution of ¢;; using the
Kaplan-Meier estimate while ignoring the dependencies, (b) multiple imputa-
tion of censored observations, (¢) GEE estimation of the regression parameter
3 using a general working correlation matrix.

3.4.3 Cluster specific accelerated failure time model

Another extension of the AFT model for multivariate data adds, similarly as
the frailty PH model and analogously as the classical linear mixed model of
ILaird and Ward (1982), cluster specific random effect vector b; = (b1, ..., big)’
combined with a vector of covariates z;; = (211, ..,%i14) into the model
expression, i.e.

log(T;;) = B'wiy + biziy + &y, i=1,...,N, l=1,...,n,. (3.7)

The random effect vectors b;, i = 1,..., N are assumed to be i.i.d. with
some (multivariate) density g,(b), the random error terms ¢;;, i = 1,..., N,
[ =1,...,n; are assumed to be i.i.d. with some density g.(¢) and independent

on the random effects. Besides the term cluster-specific (CS), the model (B)
is sometimes called conditional, since the distribution of the event time T;;
is modelled conditionally, given the cluster specific characteristic b;.
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In the literature, [Pan_and Louis (2000) and [Pan_and Connetd (2001) consider

model ([BX) with a univariate random effect b; and z;; = 1 for all ¢ and [.
The estimation procedure iterates between (a) estimating the distribution of
independent error terms ¢;; using the Kaplan-Meier estimator, (b) multiple
imputation of censored times, (¢) a Monte Carlo EM algorithm of Wei and
Tanner (199(0) in [Pan_and Lonis ) or restricted maximum likelihood in

Pan_and Connetd (IZOQ]]) to estimate the regression parameter 3.

Observe that in contrast to the frailty PH model, in the cluster-specific AFT
model the meaning of the regression parameters 3 is the same conditionally
given b; as well as marginally. Indeed, when the random effects b;, i =
1,..., N are integrated out from model ([BI), we obtain the model (B8 with
the only change in the error distribution which is given as an appropriate
convolution.

3.4.4 Population averaged model versus cluster specific
model

When compared to the PA model, not only the CS model allows for struc-
tured modelling of within-cluster dependencies but is often preferred to it
due to clear decomposition of the sources of variability and more natural in-

terpretation of the regression parameters, see Ilu_ud_s_e;Land_La.m_b_Qr_ﬂ (I]_Q%)
and [Lee_and Nelder (2004) for more details.

However, in some sense, the PA model is more general in the following sense.
The CS model is specified hierarchically and always implies a particular PA
model when the random effects are integrated out. On the other hand, the
same PA model can correspond to several, very different CS models. More-
over, with the most common assumptions, i.e. when the error terms &;,
i =1,...,N, 1 = 1,...,n; in the CS model are assumed to be i.i.d. the
random effects b;, i = 1,..., N in the CS model i.i.d. and independent on the
errors and the error term vectors g;, i = 1,..., N in the PA model i.i.d., the
PA model leads to a more general covariance structure than the CS model. To
illustrate this, consider the CS model ([B) with a random intercept only, i.e.
zi1 = 1. Let var(e;;) = 02 and var(b;) = 0f,i=1,..., N. Such model implies

a covariance matrix for the log-event times vector (log(Tm)7 e ,log(Ti,ni))/
which is of the compound symmetry type, i.e.

log(T; 1) oZ+o? ... of

log (T ;) o} oo 02+ o}
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That is, the variance is necessarily the same for all observations within a clus-
ter and the correlation between the two observations is the same for all pairs
within a cluster. On the other hand, with the PA model [B8) both the
variance and the correlation are allowed to vary across the cluster as usually
unstructured covariance matrix for the error terms vector €; and subsequently
also for the log-event times vector is assumed.
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Chapter

Frequentist and Bayesian
Inference

Both PH and AFT models determine a probabilistic mechanism that leads
to survival data. The mechanism depends further on a vector of unknown
parameters, denoted by @, which represents the relevant information we wish
to pick up from the observed data. For example, for the AFT model [B32),
the 6 vector is equal to (o, 3',7) and the probabilistic mechanism is given
by equation ([BZ) together with the specification of the density of the error
term e. The assumed probabilistic mechanism together with the observed
data determines the likelihood function, L(@), which is the corner stone to
draw the inference about the unknown parameter vector 6.

Two major paradigms exist in statistics of how to use the likelihood in or-
der to draw the inference about 8, namely the frequentist and the Bayesian
paradigms. In the classical frequentist point of view, the data are assumed
to be a random sample generated by the random mechanism controlled by
0, which is unknown but fized. Several methods exist to estimate the true
value of the parameter 6, mazimum likelihood (ML) being one of the most
popular ones. The estimator, 8, maximizes the likelihood function over a set
O of admissible @ values — the parameter space. Hypotheses about the pa-
rameter vector 8 can be tested and accuracy of the estimates can be assessed

by calculation of the confidence intervals. See, e.g., ICox_and Hinkleyl (I_‘L&?_AI,
Chapter 9) or ILehmann and Caselld d]_&ﬂé, Chapter 6) for more details on

ML estimation.

In Bayesian statistics, both the data and the parameter vector @ are treated
as random variables. Besides the probabilistic model to generate the data,
a prior distribution p(@) must be specified for the model parameters. Infer-

27
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ence is then based on the posterior distribution p(0 |data) of the parameters
given the data which is calculated using Bayes’ rule:

L(G)p(a)

x L(0)p(0). (4.1)

As point estimate of @, the posterior expectation, median or mode can be
used. The uncertainty about the model parameters can be expressed using
credible intervals constructed using the quantiles of the posterior distribution
(see Section Ed for more details). For an extensive introduction into the area

of Bayesian statistics, see, e.g., ICarlin and Louis (|2.0.0.d), \Gelman et all (|2.0.0_4)

4.1 Likelihood for interval-censored data

We saw that the likelihood plays a principal role in drawing inference about
unknown model parameters. In this section, we discuss the general form of the
likelihood, first for univariate interval-censored and doubly-interval-censored
data. The multivariate case will be discussed in the following section.

In this section, let T;, i = 1,..., N be a set of independent event times each
with a density p;(¢; €). For instance, for AFT model ([B2) density p;(¢; 0) is
given by

pi(t; 0) g: {7 (logt — a — B'z;)},

where x; is a covariate vector for the ith observation.

4.1.1 Interval-censored data

Let [tF, tV] be observed intervals and §; corresponding censoring indicators
with the same convention as in Section EZIl Let the corresponding survival
functions be denoted by S;(t; @). The likelihood L(8) is then the product of
individual likelihood contributions L;(8), i.e. L(6) = Hfil L;(0), where

ftio pi(s; 0)ds = Si(tiL; 0), 5; =0,
1.(0 pz(tu 0) 0; = 1,
i(0) = fo pzseds—{l— tU 0)} 5 = 2,

Lpi&a ds = Sz < —SitU;é) s 5@':3-
t; (2 7

This can be briefly written as

L0) =, pi(si 0)ds (42)
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if we make use of the notation

U

U " e L U
y{ p(s) ds = /TL p(s) ds, ifrv <t (4.3)

L

T p(th) = p(rY), if 78 = 7Y,
i.e. the integral disappears whenever the event time is exactly observed.
Note that already for simple interval-censored data, the likelihood involves
integration of the density.

4.1.2 Doubly-interval-censored data

Let LulL, u?J, i =1,...,N be observed intervals for the onset time U; and

LviL, UZU | observed intervals for the failure time V; in the sense of Section
It is tempting to transform observations into single intervals of the form
[t V| = |of —uV, ¥ — ul] and then to use methods for simple interval-

censored data with the likelihood (fE2)). However, as pointed out by De Grut-
tola and Lagakos (I@)7 this approach would be only valid if the onset time U;

is uniformly distributed and independent of the event time 7T;.

To write a likelihood contribution of each observation in the general case
a bivariate density of an event and onset times must be considered. Let
qi(t,u; @) be a density of the random vector (T;, U;)', i =1,...,N. The like-
lihood contribution of the ith observation is then given by a double integral

of the form
ugj vZU—u
Li(6) = f{ { f{ gi(t,u; 6) dt} du. (4.4)
ub Lok

u

Note that whenever either the onset time U; and/or the failure time V; are
exactly observed either both or one integrals disappear in the formula ().

In most practical situations it can be assumed that, given the parameter
vector @, the onset and the event time are independent, i.e.

qi(t,u; 0) = pi(t; 0) pf (u; 0). (4.5)

In the rest of this thesis we shall make use of assumption [H). The likelihood
contribution of the ith subject can then be rewritten as

L:(6) = 75?{ fvy_umt; 0)dt)} pY (u: 0) du. (4.6)

L L_
i v Tu
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4.2 Likelihood for multivariate (doubly) interval-cen-
sored data

In the case of multivariate event times T;;, ¢ = 1,...,N, I = 1,...,n;, ob-
served as intervals |tF,, tY)|, the likelihood contribution of the ith cluster
equals

ti,l tgni
Li(e):j{L o B s 0t (4.7)
7,1 i,n

where p;(t1,...,tn,; 0) is the density of (T;1,...,T;y,)" implied by the as-
sumed model.

When population averaged AFT model introduced in Section BAZ is as-
sumed, p;(t1,...,t,,; ) equals

B gei{log(t1) — B'aiq, ..., log(tn,) — B'xin, }
t et '

7

In the case of the cluster-specific AFT model described in Section BZ3 the
density p;(t1,...,tn,; 0) becomes

o log(t;) — B'x;; — blz;
pi(tl,...,tni;e):/ [H ge{log(ty) — B'is — bizis} go(bi)db;.  (4.9)
Ra

t
=1 l

For doubly-interval-censored data, under assumption (EH), the likelihood
contribution of the ith cluster is obtained by an appropriate multivariate
modification of the expression (0).

4.3 Bayesian data augmentation

The computation of the likelihood for interval- and doubly-interval-censored
data is rather involved. The complexity even increases when multivariate sur-
vival data are introduced. Indeed, the maximum likelihood method involves
multivariate integration combined with the optimization of the likelihood
which becomes quickly intractable even for simple models.

On the other hand, in Bayesian statistics, where the unknown parameter
vector 6 is assumed to be random and its posterior distribution p(@ | data) is
used for inference, we are completely free to augment the vector of unknowns
by arbitrary auziliary variables, let say 1. Inference can then equally be
based on the joint posterior distribution p(6, ¥ | data). Indeed, all (marginal)
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posterior characteristics of @ (mean, median, credible intervals) are the same
regardless whether they are computed from p(0 | data) or p(0, v | data) since

p(0 | data) = /p(G, 1| data) dip.

In the case of censored data, matters simplify considerably if the unknown
true event times t; are explicitely considered to make a part of the vector
of unknowns, i.e. ¥ = (t; : ¢ = 1,..., N, t; is censored)’. Assume now
that all observations are censored. In this situation, it is obvious that
(uncensored augmented data) conveys more precise information about the
model parameter @ than the censored data which implies

p(0 |4, data) = p(6 | ).

The joint posterior distribution of @ and 1) then equals

p(0, ¢ |data) = p(0 [, data) p(¢ | data) = p(0 | ) p(¢ | data).  (4.10)

The two terms on the right hand side of formula ([I0) are now easily com-
puted. Indeed, p(@|%) is the posterior distribution of @ if the uncensored
data were available, i.e.

p(0|t) o< L9 (6) (),
where the likelihood L*9™ of the uncensored augmented data is simply

N

L9m(6) = [ [ pilts; 6).

i=1

The second term of the right hand side of formula ), p(v) | data), is under
the assumption of independent noninformative censoring proportional to the
product of indicator functions:

N
p(¥ |data) oc [ I{t: € [, 7' |}.
i=1

A similar procedure can be applied for doubly-censored data. In that case,
both true onset times u; and true event times ¢; i = 1,..., N are augmented
into the vector of unknowns. The situation where only the part of the data
is censored is analogous, only with some change in notation. Finally, in the
case of multivariate survival data and cluster specific models, the integrals of
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the form () can easily be avoided by augmenting the vector of unknowns
by the values of the random effects b;, i =1,..., N.

The idea of data augmentation was first introduced in the context of the EM

algorithm (I]Dﬂnpmm_and_]&u_b;ﬂ i QZﬂ and formalized in the context
of Bayesian computation by tﬂam.er_a.ndﬂ&md (1987). For more complex

models with censored data, this technique constitutes a highly appealing
alternative to difficult maximum likelihood estimation. Moreover, it is quite
natural to include the true event times or the values of latent random effects
in the set of unknowns. For these reasons, most of the models developed in
this thesis make use of the Bayesian estimation with augmented true event
times.

4.4 Hierarchical specification of the model

In Bayesian statistics, the prior distribution p(@) and the model assumed to
generate the data, represented by the likelihood L(0) = p(data|®), are usu-
ally specified in a hierarchical manner. Firstly, remember that the parameter
vector 6 contains not only the parameters in a classical sense but also all
remaining latent factors like random effects or augmented times. Crudely,
the vector @ can usually be splitted into two parts @ = (¢', ¢') where 1)
refers to the latent factors and ¢ to the parameters in a classical sense. The
specification of the Bayesian model then proceeds in the following steps:

1. Data Model step specifies the likelihood function
L(8) = pldata| 8) = p(data| v, ¢)
and is actually equivalent to the frequentist specification of the model.
2. Latent Process Model step specifies

p(¥| ),

i.e. the distribution of the latent factors, possibly given the classical
parameters ¢.

3. Parameter Model (Prior) specifies the prior distribution for the clas-
sical parameters ¢, i.e. it specifies

p(®).

Often, the components of ¢ are assumed to be a priori independent and
if no external information is available are assigned vague but proper
prior distributions.
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The overall prior distribution is then given by

p(0) < p(¥| @) x p(¢),

and the posterior distribution is obtained using the relationship @) as

p(0 |data) oc L(0) x p(0)
x p(data |, @) x p(¢|P) x p(¢), (4.11)

i.e. it is proportional to the product of the distributions specified in the above
three steps.

The hierarchical structure of more complex hierarchical models is usually best
expressed using so called directed acyclic graphs (DAG) where each model
quantity is represented by the node drawn as a circle for unknowns and
drawn as a squared box for observed or fixed quantities (data, covariates).
Solid arrows are used to represent stochastic dependencies and dashed arrows
deterministic dependencies between the nodes. A simple DAG which only
distinguishes among the data, latent quantities ¢ and classical parameters ¢
and which corresponds to the expression ([EIT) is shown in Figure BTl

Further, it is assumed that given its parents, each node is conditionally in-
dependent on all its grandparents, i.e. schematically

p(child | parents, grandparents) = p(child | parents).

The posterior distribution of the hierarchical model is then proportional, anal-
ogously to the relationship ([ITl), to the product of all conditional distribu-
tions of the type p(child | parents) times the product of the prior distributions
for the nodes of the first generation (i.e. having no parents).

Illustration 4.1. Linear mized model. As an illustration, consider a classi-
cal normal linear mixed model with data = {y;,...,yx} being a realization

data

Figure 4.1: Directed acyclic graph — general scheme.
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of independent random vectors Y, i = 1,..., N, each of length n which in
a frequentist sense can be specified as

Y, =X;B+7Zb;+e;, i=1,...,n,

bi "X N (0, D), e N (0, D),

where X;, Z;, i = 1,..., N are fixed covariate matrices. For the sake of the
Bayesian modelling, the vector 8 = (¢, ¢')’ is given by

P = (b),....b), ¢ = (,8', vec(D), Vec(2)>/.

The whole model can be represented by the DAG shown in Figure The
above mentioned three steps in the model building proceeds as follows. The
Data Model is given by a normal likelihood

N

L(6) = p(data| 0) = p(data |9, ) = [ [ en(y; | B'w: + bz, 3).
i=1

The Latent Process Model is determined by the normal distribution of the
random effects, i.e.

N
p(¥|d) =[] ¢q(i]0, D).
i=1

Finally, some prior distributions p(3), p(D), p(X) are assigned to the param-
eters of the main interest, i.e. to 3, D, > and

p(¢) =p(B) x p(D) x p(¥).
PP

Yi I

Figure 4.2: Directed acyclic graph for the linear mixed model.
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4.5 Markov chain Monte Carlo

In previous sections, we stated that the inference in the Bayesian approach
is based on the posterior distribution p(@ | data) which is obtained using the
Bayes’ formula ({1]) and is proportional to the product of the likelihood and
the prior distribution. We also saw that difficult likelihood evaluations can be
avoided by the introduction of a set of suitable auxiliary variables (augmented
data). What needs to be discussed is how the posterior distribution can be
computed and how to determine posterior summaries about 8. Most quan-
tities related to the posterior summarization (posterior moments, quantiles,
highest posterior density regions etc.) involve computation of the posterior
expectation of some function G(0), i.e. computation of

Jo G(6) L(8) p(8) d6
Jo L(O)p(6)d6

E{G(9) |data} = / G(0) p(@|data) do = (4.12)

The integration in the expression ([I2) is usually high-dimensional and only
rarely analytically tractable in realistic practical situations.

Markov chain Monte Carlo (MCMC) methods avoid the explicit evaluations
of integrals. Instead, we construct a Markov chain with state space ©® whose
stationary distribution is equal to p(@ |data). After a sufficient number of
burn-in iterations the current draws follow the stationary distribution, i.e.
the posterior distribution of interest. We keep a sample of 8 values, let say
0w ... 0M) and approximate the posterior expectation ET) by

Gy = % > G, (4.13)

The ergodic theorem implies that, under mild conditions, G converges al-
most surely to E{G(G) ‘ data} as M — oo (see, e.g., Billingsley, 1994, Section
24).

Many methods are available to construct the Markov chains with desired
properties. The most often used are the Metropolis-Hastings algorithm (Me-

tropolis et al.. [1953: [Hastines and the Gibbs algorithm (Geman and
Geman, 1984; IGelfand and Smith ) Both of them, often properly ded-

?

icated will be used extensively throughout this thesis. A comprehensive in-
troduction into the area of the MCMC can be found, e.g., m (@)
|Imm_e;] (I]_9_9_4) [B_esa.g_at;al] (I]_9_9j'1) More details can be obtamed from several
books, e.g., IGilks, Richardson, and Qr)legej_h_a.]_t&ﬂ (IJ_Q%), ﬁamﬂmaﬂ (IJ_M )
IChen, Shao, and Thrahim (2000); Robert and Casella (2004)

)
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4.6 Credible regions and Bayesian p-values

With a frequentist approach, confidence intervals or regions and p-values
are used to summarize the estimates and the inference for @ — parameter of
interest. In Bayesian statistics, the role of the confidence regions is played
by the credible regions and p-values are replaced by the Bayesitan p-values.
In this section, we briefly discuss their construction.

4.6.1 Credible regions

For a given a € (0, 1), the 100(1 — )% credible region ©, for a parameter
of interest @ is defined using the conditional distribution € |data (posterior
distribution of ) as

Pr(6 € O, | data) =1 — o (4.14)

Equal-tail credible interval

Suppose first, the parameter of interest 6 is univariate. The credible region
O, can then be obtained by setting O, = (8%, 8Y), such that

Pr(0 < 0% | data) = Pr(6 > oY | data) = a/2.

Such an interval is easily constructed when a sample from the posterior distri-
bution of § (obtained, e.g., using the MCMC technique) is available. Indeed,
0L and 0Y are 100(a/2)% and 100(1 — «/2)%, respectively, quantiles of the
posterior distribution 6 | data and from the MCMC output they can be esti-
mated using the sample quantiles.

Simultaneous credible bands

For the case the parameter of interest, @ = (61,...,6,), is multivariate and
we wish to calculate simultaneous probability statements, |Bﬁs_a.g41t_a.]_| (I]_Q&i
p. 30) suggest to compute simultaneous credible bands. In that case, ©,
equals

On=F, 0V, yx--ox (L, 0V, ). (4.15)

Lowni? V1,auni q,0uni’ 7 q,0uni
That is, O is given as a product of univariate equal-tail credible intervals of
the same univariate level ay,; (typically cun; > «). As shown by
), the simultaneous credible bands can easily be computed when the
sample from the posterior distribution is available as only order statistics for
each univariate sample are needed. From the computational point of view,
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the most intensive part in computation of the simultaneous credible band is to
sort the univariate samples. However, when simultaneous credible bands for
different values of « are required this must be done only once. This property
is advantageously used when computing the simultaneous Bayesian p-values

(see Section EEG2).

As pointed by Held (M), due to the fact the simultaneous credible band
is by construction restricted to be hyperrectangular, it can cover a huge area
actually not supported by the posterior distribution. Obviously, this problem
becomes more severe when a high posterior correlation exists between the
components of the vector 6.

Highest posterior density region

An alternative to the credible intervals and simultaneous credible bands is
given by the highest posterior density (HPD) region. In that case, ©, is
obtained by requiring ([LI4)) and additionally

p(01 | data) > p(6y|data) for all 8; € ©,, O3 ¢ O,.

Note that in the univariate case and for unimodal posterior densities p(f | data),
the HPD region becomes an interval. However, it is clear that in contrast to
the equal-tail credible interval or the simultaneous credible band the compu-
tation of the HPD region is much more complicated even when the sample
from the posterior distribution is already available.

4.6.2 Bayesian p-values

The Bayesian counterpart of the p-value for the hypothesis Hy : 8 = 6
(typically 6 is a vector of zeros) — the Bayesian p-value — can be defined as
1 minus the content of the credible region which just covers g, i.e.

p=1-—min{a: 0y € O,}. (4.16)

In the univariate case, a two-sided Bayesian p-value based on the equal-tail
credible interval is computed quite easily once the sample from the posterior
distribution is available since [ZI0) can be expressed as

p= 2min{Pr(9 < 6 | data), Pr(6 > 6y | data)}, (4.17)

and Pr(6 < 6y | data), Pr(6 > 6, | data) can be estimated as a proportion of
the sample being higher or lower, respectively, than the point of interest 6.
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In the multivariate case, a two-sided simultaneous Bayesian p-value based on
the simultaneous credible band can be obtained by calculating the simultane-
ous credible bands O, on various levels a and determining the smallest level,
such that 8y € ©,, i.e. by direct usage of the expression ([EIH).

To compute the Bayesian p-value based on the HPD region, the expression
(ETH) takes the form

p="Pr{0: p(8|data) < p(6, | data) | data}. (4.18)

An MCMC estimate of ([ZI]) can easily be obtained when p(0 |data) (any
proportionality constants may be ignored) can efficiently be evaluated. Often,
this is not the case however. Nevertheless, a technique how to overcome the
problem of unknown or difficult to evaluitﬁ)%ta) using its estimate

based on Rao-Blackwellization is given by ).

Mainly for computational reasons, we report in this thesis, if not stated oth-
erwise, univariately equal-tail credible intervals and corresponding Bayesian
p-values of the type [EI7) and multivariately simultaneous credible regions
(ETH) and corresponding simultaneous Bayesian p-values computed using
an iterative procedure to evaluate (EIG).



Chapter

An Overview of Methods for
Interval-Censored Data

For right-censored data, a variety of methods (non-, semi- and fully para-
metric) have been developed. Further, commercial software is available to
support these techniques. In contrast, for interval-censored data and mul-
tivariate (doubly-)interval-censored data commercial software is much more
limited and only parametric approaches seem to be available for regression
models besides of course the user-written programs. Further, until recently
only few methods were available. That is why, in practice, modelling with
interval-censored data is often mimicked by methods developed for right-
censored data. For this, the interval needs to be replaced by an exact time or
right-censored time. The most common assumption is that the event occurred
at the midpoint of the interval. However, applying methods for right-censored
data on these artificial fixed points can lead to biased and misleading results

Brookmeyer

and Schenker ).

In Section Bl we first review appropriate frequentist methods to deal with
(doubly-)interval-censored data and link them to the corresponding (classical)
method for right-censored data. We start with the estimation of the survival
distribution, proceed to the two-sample tests for the survival distributions,
continue with the proportional hazards and accelerated failure time models
and end up with the remark on the problem of interval-censored covariates.

Whenever feasible, we mention computational aspects of described methods
applicable for R, SPLUS and SAS.

39
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With suitable semi-parametric approaches, both PH and AFT models can be
used not only for the estimation of the effect of covariates but also for both
estimation of the baseline survival distribution or comparison of two or more
samples. With the Bayesian approach, it is moreover relatively easy to set
up and estimate the models for multivariate (doubly-)interval-censored data.
We will illustrate this on the analysis of the Signal Tandmobiel® data using
a semi-parametric Bayesian PH model in Section As we are interested
mainly in the AFT model, we give also an overview of available Bayesian de-
velopments for this model in Section We end this chapter by highlighting
our motivations for the further developments presented in this thesis.

5.1 Frequentist methods

5.1.1 Estimation of the survival function

In the case of simple i.i.d. survival data, often the aim is to estimate the
survival function. When only categorical covariates are involved, the survival
function can be estimated for each unique combination of covariate values
and could be used to check the fitted regression model.

For right-censored data, the classical non-parametric maximum-likelihood
estimate (NPMLE) of the survival function is given by [Kaplan and Meiel

). For interval-censored data [Petd (@) first proposed the NPMLE
and used the constrained Newton-Raphson method to compute it. Nowa-
days, the NPMLE of the survival function based on the interval-censored
data is known as the Turnbull’s estimate (see m, @) who suggested
a so called iterative self-consistency algorithm, which is, in fact, an EM-like

(I]D_Qmpsme.t_a.]_], M) algorithm. An improved version of the maximization

algorithm which utilizes standard convex optimization technique was given

by Bﬂﬂman_andﬁﬁ;mﬂ (I]_Q%l) who also discussed the unicity of the esti-

mate. For computation, a valuable alternative, the iterative convex minorant

algorithm, was suggested byhm_&bmm_andﬂ&ﬂuﬂl (IJM) Finally, strong

consistency of the Turnbull’s estimate has been proved under rather general

assumptions by MM (IZQ_Od) The asymptotic distributional

behaviour of the Turnbull’s estimator for some special cases has been estab-

lished by [Yu_et all (1998) and [Huang (1999). An extension of the NPMLE

of the survival function for bivariate interval-censored data is discussed, e.g.,
by Bogaerts and Lesaffrd (2004).

Several numerical algorithms to compute the non-parametric estimate of the
survival function of the interval-censored data are implemented in Vandal’s
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and Gentleman’s R package Icens downloadable from the Comprehensive R
Archive Network (CRAN) or in the S-PLUS function kaplanMeier.

A valuable alternative to non-parametric procedures is obtained by smooth-
ing the survival or equivalently the density function or the hazard function. In
most practical situations, it can be assumed that the event-times are contin-
uously distributed, and we even get more realistic, not step-wise, estimates.
One such method, applicable directly also to interval-censored data is given
by IIﬁ&p_e_r_bﬂg_and_S_tm_d d]_ﬁﬂ) who smooth the density using splines. They
also provide software in the form of the R package logspline downloadable
from CRAN or the S-pLUS library splinelib downloadable from StatLib.
Splines for the smoothing the hazard function are exploited by the approach

of Rosenberg (1995).

Illustration 5.1. Signal Tandmobiel® study. As an illustration, we com-
puted both the non-parametric estimate of m (@) and the smooth
estimate of Ilﬁmp_e_r_bﬂg_a.nd_s_tmd (I]_ELQ_d) of the cumulative distribution func-
tions (cdf) for the emergence of the right mandibular permanent first pre-
molar, separately for boys and girls based on the Signal Tandmobiel® data
introduced in Section [LIl The cdf function giving the proportion of children
with the emerged tooth is called in this context the emergence curve and is
preferred in this situation to the survival curve. The estimates are plotted in

Tooth 44

04 06 08 1.0
1

Proportion emerged

0.2

0.0

Age (years)

Figure 5.1: Signal Tandmobiel® study: Cumulative distribution functions of
emergence for right mandibular permanent first premolar, separately for girls
and boys. Non-parametric estimate of Turnbull (solid line), smooth estimate
of Kooperberg and Stone (dashed line).
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Figure &Il Due to rather high sample size in each group (more than 2000),
the non-parametric estimate is almost the same as the smooth estimate, es-
pecially for boys. From the plots it is seen that the emergence for girls is
somewhat fastened when compared to boys. U

Doubly-interval-censored data

Non-parametric estimation of the survival curve based on doubly-interval-
censored data was first considered by IDe_Gruttola and Lagakod (Il%ﬂ) who
make use of discretization of data and generalization of the self-consistency
algorithm of [Turnbull (@) The authors estimate simultaneously the onset
and the event distributions by treating them as bivariate data. However, they
point out that the large number of parameters resulting from discretization,
especially if time is grouped too coarsely may cause identifiability problems.
This gave rise to several two-step approaches. First, the distribution of the on-
set time is separately estimated and second, the estimated onset distribution
is used as an input for estimation of the distribution of the event time. Bac-
chettim) assume piece-wise constant hazard
and use penalized maximume-likelihood method to estimate the levels of the
hazard on each interval. The roughness penalty in the likelihood prevents the

method from identifiability problems reported by [De_Gruttola_and Lagakod

). The original proposal of De_Gruttola_and Lagakod (IJ_%Q) motivates

the two-step approaches of |Gm.eun_d_L.a.ga.kg&| (IJ_QM Sul (h_ﬂ% ). Finally,
resent an extension of the technique of Gémez and
Lagakos ) which does not require discretization of the data.

5.1.2 Comparison of two survival distributions

If the data can be divided in two (or more) groups, e.g. boys and girls, one
could compare the distributions of the event times in these two groups. For
right-censored data, many non-parametric tests for comparing two survival
curves are available, e.g. the log-rank test m, M) the Gehan general-
ization of the Wilcoxon test m ), the Peto-Prentice generalization

of the Wilcoxon test (IRe.m_a.nd_Etd h_fﬂd |Erf_u_mx] hﬂﬂ) and the weighted
Kaplan-Meier statistic of E&p&and_E]_e_mm.d (I].QBQ, |].9.£L1| which with unit

weights is equal to the difference of means of the two survival distributions.

The Gehan-Wilcoxon test has been adopted to interval-censored data by

), while the interval-censored version of the Peto-Prentice-Wil-
coxon test is presented by Self and_Grossmarl (I]_%ﬂ) The log-rank test for
interval-censored data is given by [Finkelstein (1986). Further, Petroni and
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Wolfe (@) discuss the weighted Kaplan-Meier statistic in the context of
interval-censoring. The performance of above mentioned two-sample tests
for interval-censored data is in detail studied and compared by [Pad (@)
Furthermore, @ (@, @) derived a general class of linear-rank tests
for interval-censored data which covers, as special cases, the Wilcoxon-based
tests. Finally, [Fay and Shill (1998) present a class of tests called distribu-
tion permutation tests which besides the Wilcoxon-based tests covers also
an improved version of the weighted Kaplan-Meier test. SPLUS programs to

perform some distribution permutation tests are given by Gémez, Calle, and
Oller , Section 4.4) and can be downloaded from

http://www-eio.upc.es/grass.

Regrettably, the asymptotic properties of the above methods assume the
grouped continuous model, which implies that the status of each subject is
checked at the same timepoints (in the study time scale) whose number is
fixed or that observed intervals are grouped in such a way. For example,
for the Signal Tandmobiel® study this would mean that the emergence sta-
tus of the teeth was checked at prespecified ages, the same for all children.
Obviously, such setting is too restrictive in many practical situations. For
instance, in the above example, each child was checked by a dentist-examiner
on a prespecified day of the year, irrespective of his or her age.

The grouped continuous model assumption is necessary to be able to apply
the standard maximum likelihood theory to interval-censored data measured
on a continuous scale without making any parametric assumptions. Only
recently, IEa.ng,_S_Lm,_a.nd_I@_d (IZOQﬂ) developed a test statistic, based on the
weighted Kaplan-Meier statistic of hﬂep&a.nd_lﬂe_mm.d (Il9§d that does not re-
quire the grouped continuous model assumption. Finally, ) offers
two-sample test procedures obtained by combining standard right-censored
tests and multiple imputation that allows, in contrast to single (e.g. mid-
point) imputation mentioned at the beginning of this chapter, to draw ap-
propriately the statistical inference.

Illustration 5.2. Signal Tandmobiel® study. The emergence curves of the
right mandibular permanent first premolar for boys and girls shown in Fig-
ure L] were compared using the Wilcoxon-based, log-rank and Fay’s and
Shih’s version of the difference in means tests. Not surprisingly, for all these
tests, the p-value is practically equal to zero. The values of the test statis-
tics, their mean and variance under the null hypothesis and the standardized
value, which can asymptotically be compared to the quantile of the standard
Gaussian distribution, are shown in Table BTl O
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Table 5.1: Signal Tandmobiel® study: Two-sample tests comparing the emer-
gence of the permanent right mandibular first premolar (tooth 44) for boys

and girls.
Test Standardized
Test Statistic Mean Variance Test Statistic
Gehan-Wilcozon 554812 0 2865333000 10.365
Peto-Prentice- Wilcoron — 140.607 —37.634 284.255 10.572
Log-rank 212.316 —53.663 675.251 10.236
Difference in means 264.095 —76.486 1102.340 10.258

5.1.3 Proportional hazards model

To extend the PH model to interval-censored data, basically four types of
approaches can be found in the literature. Firstly, the baseline hazard Ay can
be parametrically specified and standard maximum likelihood theory applied
to estimate all the parameters. However, the parametric assumptions can
cause bias in inference if incorrectly specified and especially with heavily
censored data it is general difficult to assess them.

The second class of methods makes use of a combination of multiple imputa-

tion (see Rubin, [1987; Wei and Tanner, [1991) and methods for right-censored
data represented by works of Satten (199d); Satten, Datta, and Williamson
(1998); IGoggins et all (1998); Pan (20004). A disadvantage of these methods

is, however, that they are highly computationally demanding and the fact
that the procedures they use to impute missing data have a relatively ad hoc

nature.

The third approach, suggested by [Fi i and Goet-
ghebeur and Ryan resembles most the original method of (@)
combined with that of (@) Indeed, in all three papers the baseline

hazard hg is estimated non-parametrically on top of estimating the regres-
sion coefficients. Whereas the method of Finkelstein relies on the grouped
data assumption, Goetghebeur and Ryan developed an EM-type procedure
that relaxes that assumption. Moreover, the approach of Goetghebeur and
Ryan seems to be the only one that reduces to a standard Cox model when
interval-censoring reduces to right-censoring. Finally, the approach of Pan
extends the iterative convex minorant method mentioned in Section BT Tlinto
the context of the PH model. His approach is also implemented as R package
intcox.

Finally, methods that smoothly estimate hy are a trade-off between para-



5.1. FREQUENTIST METHODS 45

metric modelling that allows for a straightforward maximum likelihood es-
timation of the parameters and semi-parametric models with a completely

unspecified baseline hazard hy. IIﬁmp_e_r_bﬂg_a.ndﬂaLstﬂ (Il&&ﬂ) suggest to
use regression splines to exgress the loiarithm of i, while Loly et all (|l9_9£‘|)

employ monotone splines ) directly for the baseline hazard hy.
(IJ_QQ.Q) use local likelihood smoothing to model the baseline
hazard, firstly without covariates. Extension of their method into the regres-

sion setting is given by I]Sﬂ@usk;uﬁ_aﬂ (IZQ_O_ﬂ) Recently, @ammLBﬂm_skyl

) propose to use penalized linear spline for the baseline hazard function.

A nice feature of these methods is that predictive survival and hazard curves
are directly available and moreover, they are smooth rather than step-wise
as in the case of semi-parametric estimation. The software for the approach

of IKQ_Q_pﬂnbﬂg_a.n_dJl]_aLks_oﬂ (IJ_9_9_7|) is included in the previously mentioned

R package logspline or S-PLUS library splinelib.

Doubly-interval-censored data

One of the first approaches to the PH model with doubly-interval-censored
data is given by [Kim, De Gruttola, and Lagakos (1993) who, under the as-
sumption of the grouped data, directly generalize the one-sample results of

). However, their method is highly compu-
tationally intensive. For the situation when only the onset time is interval-
censored however the failure time is only right-censored or exactly observed,

alternatives are offered b i : Sun,
Liao, and Pagano ); ).

5.1.4 Accelerated failure time model

A parametric AFT model estimated using the maximum likelihood method
can be used with interval-censored data as well. It is also implemented in ma-
jor statistical packages (functions survreg in R and SurvReg in SPLUS, pro-
cedure LIFEREG in SAS). On the other hand, semi-parametric methods which
are not straightforward even with right-censored data are only with consider-
able difficulties extended to the interval-censored data. see Rabinowitz, Tsi-
atis, and Aragon ); 3 M) Though,
both approaches are practically applicable only with low-dimensional covari-
ate vectors & and as well as for right-censored data there exists no non-
parametric method to estimate the baseline survival distribution implying
that the semi-parametric procedures cannot be used when prediction is of
interest.
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More promising alternatives are the methods that make use of multiple impu-

tation and/or smoothing. Indeed, approaches of |Ea.n_an_d_KQQp_er_b_er_Q (I19_9_9),
[Pan_and Louid (2000); [Pan_and Connetd (2001) introduced in Sections BA2

and could relatively easily be extended to handle also (multivariate)
interval-censored or even doubly-interval-censored data. However, it can be
computationally demanding, especially with doubly-interval-censored data,
to perform integration of the form () in the optimization of the likelihood.

5.1.5 Interval-censored covariates

Up to now, we concentrated on the problem of interval-censored response.
In the regression context, it is however possible in practice, that we have to
face the problem of interval-censored covariate. Such problem is considered,
for example, by @mﬁL_Esmnal_and_Lagamfj (IZQ_Oj) who studied, in the
framework of an HIV/AIDS clinical trial, the association between waiting
time between indinavir failure and enrolment (covariate) and subsequent viral
load (response).

However, we will not consider problems of this type in this thesis. Recent

developments in this field can be found, e.g., in hog_p_andjgm_eﬂ (IZO_O_Z]),
[Langohr, Gémez,_and Muga (2004); ICalle and Gémed (2005)

5.2 Bayesian proportional hazards model: Anillus-
tration

For an extensive overview of the Bayesian methods for the proportional haz-
ards model we refer the reader to the book of Ibrahim, Chen, and Sinha
M). Here. only the analysis based on the PH model. published as Komarek
et al. (IZO_O_H), will be presented and that of doubly-interval-censored data from
the Signal Tandmobiel® study. Actually, the main purpose of this section is
to illustrate typical features of a Bayesian analysis and show how it can be
used to answer rather complex questions.

In Section 2T, we formulate the research question and outline the problems
related to this question. Section presents a frequentist Cox’s PH regres-
sion model using midpoints of the observed intervals as if they were exact
observations, to compare our Bayesian approach to a more commonly used,
however incorrect, approach. In Section B2Z3 the Bayesian model suggested
by IHa.Lka.n.&n.,Jbﬁa.n.en.,_a.nd_AI;aﬂ (|2£L0d and modified for our purposes is
explained and results are presented in Section 24l We finalize this part by
a discussion.
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5.2.1 Signal Tandmobiel® study: Research question and
related data characteristics

In this section we will tackle the following research question: Does fluoride-
intake at a young age have a protective effect on caries in permanent teeth?
Our analyses will be limited to caries experience of the four permanent first
molars (teeth number 16, 26, 36, 46 in Figure [[T).

The data suggest that the use of fluoride reduces caries experience in pri-

mary teeth, seeh[a.ng_b_bﬂgf_uﬁ_al] (IZOD_]]) and that fluoride-intake delays the

emergence of the permanent teeth, see [Leroy et all (IZO_O_&A) The latter result
raises the question whether the fluoride-intake only reduces the time at risk

or whether it has also a direct protective effect on caries experience.

Unfortunately, fluoride-intake in children cannot be measured accurately. In-
deed, fluoride-intake can come from: (1) fluoride supplements (systemic),
(2) accidental ingestion of toothpaste or (3) tap water. Further, the intake
from these sources can be recorded only crudely. Therefore it was decided
to measure fluoride-intake by the degree of fluorosis on some reference teeth.
Fluorosis is the most common side-effect of fluoride-intake and appears as
white spots on the enamel of teeth. For this analysis, a child was considered
fluoride-positive (covariate fluor = 1) if there were white spots on at least two
permanent maxillary incisors during the fourth year of the study or during
both the fifth and sixth year of the study.

The prevalence of fluorosis was relatively low (480 children, 10.8%). In our
analysis, 480 fluorosis children and 960 randomly selected fluorosis-free chil-
dren are included. Case-control subsampling was done to reduce computation
time. To check that it did not destroy the stratification, we constructed a
5 x 3 x 2 contingency table with factors province, school system and whether
the child is in the subsample or not (subsample). A classical p-value of 0.13
was obtained for the significance of the interaction of the third factor with
the other two using a likelihood-ratio test in a log-linear model, implying that
the stratification is similar in the used and the discarded subsamples.

The prevalence of caries experience at the age of 12 was negligible (at most
1.4%) for all permanent teeth except for the first molars (teeth used in the
analysis). For these teeth the prevalence was 25.8% in children with fluorosis
compared to 29.4% in fluorosis-free children, with prevalence of 23.3% and
27.7% for boys, and 27.9% and 31.2% for girls, respectively. Thus, at first
sight the impact of fluoride-intake seems to be minor. However, since the
emergence of permanent teeth might be delayed by fluoride-intake, evaluating
the impact of fluoride-intake should take into account the time at risk for
caries. Hence, in our analysis the response will be the time between emergence
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and the onset of caries development. Remember that both tooth emergence
and onset of caries development are interval-censored, implying a doubly-
interval-censored response. See Figure BTl for a graphical illustration of a
possible evolution of a particular tooth.

At the onset of the study about 86% of the permanent first molars had already
emerged. The severity of this censoring will affect the efficiency with which
the effect of fluoride-intake can be estimated. We tried two strategies to
improve the efficiency of our estimation procedure. Firstly, we included in
our analysis the emergence times of teeth 14, 24, 34, 44, 12, 22, 33, 43 all
of which had emerged in more than 60% of cases during the course of the
study. By incorporating information on these teeth and using the association
between teeth of the same subject (via the concept of “the birth time of
dentition”, see next section), it was attempted to better estimate the true
emergence time of the permanent first molars. Secondly, emergence times
from a Finnish longitudinal data set (Illj_r_tanf.d, |2QDJ]), involving 235 boys
and 223 girls born in 1980-1981 with follow-up from 6 to 18 years, were
added to our Flemish data. For these Finnish data almost all 28 permanent
teeth emerged during the study period.

Our research question is not uncommon in dentistry, but cannot be addressed
within any classical statistical package. For our analysis, we have used
the software package BITE (IH.aLka.n_ed 2003), based on a semi-parametric
Bayesian survival model developed by Hirkinen et all (IZQ_Od)

5.2.2 Proportional hazards modelling using midpoints

A standard frequentist Cox’s PH model introduced in Section Bl could be
applied, replacing interval-censored observations by the midpoints of the ob-
served intervals and treating the resulting data as right-censored observations.
In this way, we analyzed time to caries development for the four permanent
first molars. For our analysis, the left-censored emergence times were first
assumed to be interval-censored with a lower limit for emergence of 5 years,
which is practically the youngest age for the emergence of these teeth ,

). Possible dependencies between the four teeth of the same child can be
taken into account, for example by inclusion of a gamma—frailty component
in the PH model as explained in Section BZ1l

Based on preliminary Bayesian modelling, we do not distinguish between
opposite teeth in the same jaw and assume so called horizontal symmetry.
However, we do make a distinction between maxillary (upper) and mandibu-
lar (lower) teeth and also between teeth in different positions (of a quadrant)
in the mouth.
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Table 5.2: Signal Tandmobiel® study. Naive PH models for the effect of
fluorosis on caries on permanent first molars. Hazard ratios (95% confidence
intervals (CI)) between a fluorosis and fluorosis-free group of children while
controlling for gender and jaw.

Model WITHOUT frailties Model WITH frailties

Group Estimate 95% CI Estimate 95% CI

Boys, maxilla 0.787  (0.541, 1.032)  0.704  (0.204, 1.204)
Boys, mandible 0733 (0.532,0.934)  0.613  (0.231, 0.995)
Girls, maxilla 0.871 (0.698, 1.044) 0.892 (0.610, 1.174)
Girls, mandible 0.812 (0.670, 0.953) 0.776 (0.559, 0.993)

For comparison purposes, we present the same PH model as the one shown in
Section but analyzed by Bayesian methods. Hence, the hazard for the
time to caries of the [th tooth of the ith child depends on the tooth position,
fluor and gender of the child (0 = boy, 1 = girl). More specifically:

fi(t|tooth;, gender;, fluor;) = Hig(t) - Z; - exp(B'xi ), (5.1)

i=1,...,N, | = 16,26,36,46, where ho(t) is an unspecified baseline haz-
ard function, 8 = (41,...,05)’, and x;; = (fluor;, gender;, tooth;, fluor; x
gender;, fluor; x tooth;)’. The covariate “tooth” is a dummy variable that
distinguishes teeth on different positions in the mouth (apart from horizontal
symmetry). The term Z; is either one, corresponding to a model without
frailties, or a gamma distributed frailty term.

Estimates of hazard ratios between the fluorosis and fluorosis-free group con-
trolling for gender and jaw are shown in Table As seen, incorrectly
ignoring dependencies between the responses of one child by using a model
without frailties artificially decreases the size of the confidence interval. Al-
though both models conclude that the effect of fluorosis on the development
of caries on the permanent first molars is at the borderline of 5% signifi-
cance (Table B2), the results are not reliable. As pointed on page B9, the
correctness of the midpoint imputation depends strongly on the underlying
distribution of the event times. For that reason, a more sophisticated analysis
is needed.
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5.2.3 The Bayesian survival model for doubly-interval-cen-
sored data

The non-parametric Bayesian intensity model of Harkénen et al. (2000) pro-
vides a flexible tool for analyzing multivariate survival data. Further, a soft-
ware package written in C, called BITE and downloadable from

http://www.rni.helsinki.fi/"tth

together with scripts used to perform all analyses presented here, makes the
analysis feasible in practice.

Model for emergence

Let U;; be the (unknown) age at which tooth / of child i emerged. The hazard
for emergence of tooth [ of the ith child at time ¢ is

)\53) (t) = i) (t — ni|tooth;, gender,) x I[n; <t < U] (5.2)

The dependence between emergence times of one child is accounted for by
using a subject-specific variable 7; called birth time of dentition. This is
a latent variable which represents the common time marking the onset of
the tooth eruption process and hereby “explains” the positive correlation
between eruption times U; ; within a subject. Note that 7; is always less than
the first emergence time of the permanent teeth. The intensity of emergence
for a particular child is zero before that time, expressed by the indicator
I[n; <t < Uyy]. The hazard function 7(°)(-|tooth;, gender;) is defined as
piece-wise constant for estimation purposes.

Model for caries experience

Let V;; be the age at which the /th tooth of child 7 developed caries. The
hazard for the caries process is given by

A9(t) = Z; x B (t — U;|toothy, gender;, fluor;) x I[Uiy < t < Vi), (5.3)

where the variable Z; is an unknown subject-specific frailty coefficient mod-
ulating the hazard function. Again, we assume in ([B3)) that h is piece-wise
constant. We call the difference V;; — U;; the time-to-caries.

The covariate “fluor” will be used in two ways. Firstly, for each combination
of values of fluor, gender and tooth a piece-wise constant hazard function is
specified and fitted. Secondly, the term ﬁ(c)(-\toothl,genderi, fluor;) in (B3
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is replaced by ﬁéc)(-) x exp(B'x;;), with 3 and x;; being the same as in (&),
thus assuming a PH model for caries experience whilst retaining a piece-wise
constant baseline hazard function ﬁéc)(-).

Remarks

Our statistical model will involve the above two measurement models. Hence
the possible dependencies among times of interest are taken into account
by involving two types of subject-specific parameters, 7; and Z;. The first
subject-specific parameter 7); is included in the model for the emergence and
will shift the hazard function in time, whereas the frailty Z; recognizes that
the teeth of one child can be more sensitive to caries than the corresponding
teeth of another child, reflecting different dietary behavior, brushing habits,
etc.

Priors for baseline hazard functions

In BITE the working assumption is that hazard functions are piece-wise con-
stant. Further, for the emergence hazard functions 7(®)(-|tooth;, gender;) the
first level of the piece-wise constant and the increment levels are assigned
gamma prior distributions. This will ensure a priori an increasing hazard
function for emergence. In the case of caries experience, the first level of the
piece-wise constant hazard function £ (-|tooth;, gender;, fluor;) in the non-
parametric model and ﬁ(()c)(-) in the PH model, say hg, is assigned a gamma
prior distribution. Further, the level h,, of the mth interval has, conditional
on the previous levels hg, ..., hy,—1, a Gamma(a, a/hy,—1) prior distribution.
This gives a priori E[hy,|hm—1,-..,ho] = hm—1 and assures that there is no
built-in prior assumption of trend in the hazard rate. Finally, the prior for the
jump points of each piece-wise constant function is a homogeneous Poisson
process, as suggested by |Arjas and Gasharra (1994). Because jump points
are assumed to be random and not fixed, the posterior predictive hazard
functions will be smooth, rather than piece-wise constant.

Priors for the random effect terms

The prior distribution for the birth time of dentition 7); illustrates how we
have combined the Flemish data and the Finnish data, and how the timing
of emergence of the Finnish data is included in our analysis. We assume that
the shapes of the emergence hazard functions f for Finland and Flanders are
the same, but we do allow for a shift in emergence times by assuming different
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means for the birth time of dentition in the two countries. More precisely,
the prior distribution of 7; is assumed normal N (&, 7~2) for a Finnish child
and normal NV'(¢1,772) for a Flemish child.

The Bayesian approach allows us to include the dentist’s knowledge on the
problem at hand by assigning to the parameters £y and &; independent normal
prior distributions with mean 5.2 years and standard deviation 1 year. Both
the normal distribution as well as the choice of the prior means and standard
deviation of the hyperparameters £y and &1 are motivated by the results found
in the literature on the earliest emergence of permanent teeth, see

(@) or more recently [Parner et. all (IZQ_O_]]) This reflects the dentist’s belief
that permanent teeth on average emerge slightly after 5 years of age. The
parameter 72 is assigned a Gamma(2, 2) prior distribution.

The individual frailties Z; in the model for caries are a priori assumed to be
conditional on the hyper-parameter ¢, independent and identically gamma
distributed with both shape and inverse scale equal to that hyper-parameter.
The hyper-parameter itself is then given a Gamma(2, 2) prior distribution.
Sensitivity of the results with respect to the choice of parameters for priors
of hyperparameters &y, &1, 7 and ¢ will be discussed in Section B2

Treatment of censored data

Left- and interval-censoring are treated by Bayesian data augmentation in-
troduced in Section E3l Additionally, the left-censored emergence times of all
teeth are changed into interval-censored emergence times with a lower limit
equal to 4 years, implying that less internal information is used here than
previously with the frequentist PH model where the limit was 5 years. In
the case that both emergence and caries development were observed within
one observational interval we force sampled values of the MCMC to satisfy
Vig > Uiy

Bayes inference on model components

The posterior distributions based on the model with prior assumptions de-
scribed in the previous paragraphs are minor modifications of those derived in
Hirkéinen et all (IZQ_Od) Our Bayesian model is complex and requires the use
of Markov Chain Monte Carlo sampling techniques outlined in Section
The software package BITE (Hirkiner |2Q02i based on the Metropolis-
Hastings algorithm (Metropolis et all, 1953; [I:[asimgsl 11970), was used to
sample from the posterior distributions. Further, BITE employs the re-
versible jump approach of @ (@) to sample piece-wise constant hazard




5.2. BAYESIAN PROPORTIONAL HAZARDS MODEL: AN ILLUSTRATION 53

functions. We carried out two runs, each with 20000 iterations of burn-in
followed by 14 000 iterations with a 1:4 thinning to obtain a sample from the

posterior distribution. We used the IGelman and Rubirl (Il&ﬂﬂ) test to check

for convergence.

5.2.4 Results

A non-parametric model with Flemish and Finnish data

To evaluate the effect of fluoride-intake on the development of caries on the
permanent first molars we have calculated the posterior expectations of haz-
ard ratios

1(9) (t|tooth, gender, fluorosis)

719 (t|tooth, gender, fluorosis-free)

These hazard ratios together with their 95% equal tail point-wise credible
intervals can be found in Figure B2 The PH assumption with respect to
covariate fluor seems to be satisfied since credible intervals in all cases cover

Boy, maxilla 6 Boy, mandible 6

HR (fluor./NO fluor.)
2

HR (fluor./NO fluor.)
2

Time since emergence (years) Time since emergence (years)

Girl, maxilla 6 Girl, mandible 6

(fluor./NO fluor.)

HR (fluor./NO fluor.)
2

0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time since emergence (years) Time since emergence (years)

Figure 5.2: Signal Tandmobiel® study. Bayesian non-parametric model based
on Flemish and Finnish Data. Posterior means of the hazard ratios between
the fluorosis groups (solid line), 95% point-wise equal tail probability region
(dashed line).



54 CHAPTER 5. METHODS FOR INTERVAL-CENSORED DATA

Table 5.3: Signal Tandmobiel® study. Bayesian PH models for the effect of
fluorosis on caries on permanent first molars. Hazard ratios (95% equal-tail
credible intervals (CI)) between fluorosis groups while controlling for gender
and jaw for models fitted using both Flemish and Finnish data and Flemish
data only.

Flemish and Finnish data Flemish data only
Posterior Posterior
Group mean 95% CI mean 95% CI
Boys, maxilla 0.674 (0.492, 1.010) 0.651 (0.463, 0.960)
Boys, mandible 0.572 (0.414, 0.850) 0.549 (0.386, 0.779)
Girls, maxilla 0.991 (0.721, 1.364) 1.002 (0.698, 1.333)
Girls, mandible 0.840 (0.608, 1.136) 0.844 (0.602, 1.135)

a horizontal line. In three cases, this horizontal line is close to the dotted-
dashed line y = 1 implying no effect of fluoride-intake on caries development.
A positive effect of fluoride intake seems to be present only for mandibular
permanent first molars in boys. There are also no deviations from the PH
assumption with respect to gender and tooth (plots are not shown). This
allowed us to assume for the caries model a PH effect of the three covariates,
possibly including some interaction terms. By this semi-parametric assump-
tion it was hoped to see more clearly the effect of fluoride-intake on caries
experience.

A proportional hazards model with Flemish and Finnish data

For reasons stated in the previous paragraph, we have fitted a model where
the caries hazard function (B3)) was changed into

AV (8) = Z; x i) () x exp(B'mig) x I[Uzy < t < Vi, (5.4)
where x;; and 3 are the same as in ([Jl). The additional S-parameters were
given a N(0,10%) prior. However, the hazard function for emergence is still
defined by (E3Z). Posterior expectations of the hazard ratios between the
fluorosis groups while controlling for the other covariates are given in the left
part of Table

The PH analysis for caries gives similar conclusions to the previous non-
parametric analysis. A positive effect of fluoride-intake is now seen for the
mandibular permanent first molars of boys and has a borderline positive
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Table 5.4: Signal Tandmobiel® study. Bayesian models with Flemish and
Finnish Data. Posterior means and 95% equal-tail credible intervals for the
hyperparameters o — conditional expectation of 7; for Finland, p; — condi-
tional expectation of 7; for Flanders, 772 — conditional variance of 7;, ¢~ —
conditional variance of frailties Z; (top of the Table). Means of the posterior
predictive distributions and 95% equal tail posterior predictive intervals for
the birth time of dentition 7; in Finland and Flanders, respectively, and for
the frailty term Z; (bottom of the Table).

Posterior mean (95% credible interval)

Hyperparameter Non-parametric model Cox regression model

o 5.47 (5.40, 5.54) 5.45 (5.38, 5.52)
i 5.69 (5.64, 5.73) 5.68 (5.64, 5.73)
T2 0.48 (0.45, 0.52) 0.49 (0.45, 0.52)
o1 3.85 (3.57, 4.17) 3.94 (3.58, 4.28)

Posterior predictive mean (95% posterior predictive interval)

Parameter Non-parametric model Cox regression model
7; (Finland) 5.48 (4.12, 6.79) 5.45 (4.05, 6.84)
7; (Flanders) 5.69 (4.33, 7.09) 5.69 (4.34, 7.01)
Z; 1.02 (1075, 6.90) 0.95 (107°, 6.45)

effect for the maxillary permanent first molars of boys. However, no effect of
fluoride intake was seen for girls.

Remark concerning hyperparameters

The posterior expectations and 95% equal-tail credible intervals of the hyper-
parameters related to the birth times of dentition 7; and frailties Z; are given
in the upper part of Table 24l The non-parametric model and PH model for
caries give similar results.

We now state our conclusions concerning the emergence process in Flanders
and Finland. The emergence process starts slightly earlier in Finland (by ap-
prox. 0.2 years) than in Flanders, as is seen by the difference in the posterior
expectations of the means of birth time of dentition. The MCMC output for
the hyperparameters can also be used to estimate properties of the predic-
tive distributions of birth time of dentition and frailties. Their means and
95% equal-tail posterior predictive intervals are shown in the bottom part of
Table B4, which shows that the average of Finnish birth time of dentition is
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close to 5.5 years of age, slightly higher than the prior expectation but close
to the value obtained by Hirkiinen et all (2000) on another Finnish data set.
The 95% posterior predictive intervals show that the actual moment of birth
time of dentition varies between about 4 and 7 years of age. Finally, the 95%
posterior predictive interval of Z; shows a clear heterogeneity in the frailty
for caries experience.

Sensitivity analysis

Firstly, the model (4] was fitted using Flemish data only, to see how influ-
ential was inclusion of the Finnish data. As seen in Table B3, the hazard
ratios changed only slightly. The same was true for the remaining parameters.
Moreover, the Finnish data improved only slightly the precision with which
the emergence of the first permanent molars was estimated. This is seen in
Figure which shows a comparison of 95% pointwise equal tail credible re-
gions for the emergence hazard functions of the permanent first molars based
on the analysis with both data sets and the Flemish data set only. Though,
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Figure 5.3: Signal Tandmobiel® study. Bayesian PH models. Posterior
means of the emergence hazard functions ﬁ(e)(-|tooth,gender) for the per-
manent first molars together with their 95% pointwise equal tail probability
regions. Comparison of the posterior mean with (solid line) and without
additional Finnish data (dashed line), respectively together with 95% prob.
regions (dotted-dashed line, dotted line respectively).
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the credible regions are somewhat narrower when both databases are used.

To see how the behavior of the parameter estimates changes when informative
priors for the hyperparameters are modified we have fitted the proportional
hazards model with Flemish data only, using different choices of priors for
the hyperparameters. Specifically, we used normal distributions N (3, 2),
N4, 1), N(5.2, 1), N(6, 1) as a priors for the expectation & of birth time of
dentition n;. The standard deviation of the normal prior with mean 3 years
was increased so as to cover realistic emergence times of permanent teeth.
We used Gamma(0.1, 0.1), Gamma(2, 2), and Gamma(10, 10) distributions
as priors for the precision 7 of the variance of the birth time of dentition and
for the precision ¢ of frailties Z;. All other parameters were given flat priors
and there is thus no reason to modify them.

Posterior means and 95% equal-tail credible intervals for hazard ratios be-
tween the fluorosis and fluorosis-free groups for different choices of the prior
distributions are shown in Figure .4l which shows that the influence of the
choice of the prior distribution is not strong.
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Figure 5.4: Sensitivity Analysis. Evolution of posterior mean and 95% cred-
ible intervals for the hazard ratios between the fluorosis and fluorosis-free
groups with changing prior distributions for hyperparameters 7,¢ and &.
Prior patters number 1, 5 and 9 use N (3, 2) prior for &y, patterns number 2,
6 and 10 use N (4, 1) prior for &, patterns number 3, 7 and 11 use NV (5.2, 1)
prior for &y and patterns number 4, 8 and 12 use N (6, 1) prior for &.
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We argue that our other assumptions are not strong. Indeed, we assume that
the distributions of the birth time of dentition differ between Finnish and
Flemish populations only in their means. Moreover, as indicated above, the
Finnish data had only a slight impact on the results for the Flemish data.
Further, the baseline hazards were estimated non-parametrically. Finally,
different choices for the priors of the hyperparameters led to similar results
as discussed above.

5.2.5 Discussion

The model presented here allows for the analysis of survival data in dental
research where (doubly-)interval-censored data and dependencies between ob-
servations (e.g. between teeth in the same mouth) are common. Our specific
application is to a typical dental research question, i.e. whether fluoride-
intake has a protective effect for caries. The results show that the protective
effect of fluoride-ingestion is not convincing. We observed a positive effect
only for mandibular teeth of boys. This agrees with current guidelines for
the use of fluoride in caries prevention, where only the topical application
(e.g. fluoride in tooth paste) is considered to be essential (Oulis, Raadal, and
Martens, |).

We acknowledge that our analyses could have been more refined if the amount
of left- and right censoring was less, for instance if the study had started
approximately one year earlier and ended in high school. This would make our
analyses less dependent on prior assumptions. Yet these prior assumptions
are simply a reflection of basic dental knowledge and it would be a waste
not to use them. Moreover, to our knowledge the Signal Tandmobiel® study
is possibly the largest longitudinal study executed with such great detail on
dental aspects.

This section has illustrated the usefulness of the Bayesian approach. Firstly,
it was possible to incorporate prior information and to relax the paramet-
ric assumptions often made in survival analysis with interval-censored data.
Secondly, even rather complex models could be specified for doubly-interval-
censored data. However, we have to admit that this approach is computa-
tionally demanding. On a Pentium IV 2 GHz PC with 512 MB RAM one
BITE run took about 5 days to converge. However, in an epidemiological
analysis where there is correlation among the subjects, where the response
and/or the covariates are (right-, left- or interval-) censored and when we
wish to avoid parametric assumptions we doubt any classical approach will
suffice.
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5.3 Bayesian accelerated failure time model

Most contributions to the AFT model in the Bayesian literature work ex-
plicitely only with right-censored data. However, using the idea of Bayesian
data augmentation (Section EEJ) they can all be quite easily extended to
handle also interval-censored data. Additionally, actually all papers dealing
with the Bayesian AFT model use a Bayesian non-parametric approach (see

(Walker et all, 1999 or the book IGhosh and Ramamoorthi, 2003) for the dis-

tributional parts of the AFT model. In this section, we give a brief overview.

Firstly, IChristensen and Johnsorl (1988) and Llohnson and Christensen (1989)
consider the basic univariate AFT model (BZ) and use a Dirichlet process
prior (I]Ehrgusgd, hﬂﬂ, h_&ﬂ) for the underlying baseline survival distribution,
i.e. the distribution of exp(e). In the former paper, only a semi-Bayesian ap-
proach is used, whereas the latter paper presents a fully Bayesian analysis
however, with uncensored data only. The authors state that “The analysis
becomes totally intractable when there are censored observations.” Addi-
tionally, as discussed in Llohnson and Christensen (1989), difficulties might
arise due to the discrete nature of a Dirichlet process (the baseline survival
distribution is discrete with probability one if it is assigned the Dirichlet pro-
cess prior). An improvement is presented W}J (1997) who

consider a Dirichlet processes mizture (ﬂ, ) for either e or exp(e).

Subsequently, Walker and Mallick (Il9.9.9) suggest to use a diffuse, finite Pdlya
tree prior distribution described in ||‘axjnd MMMauldin, Sud-
derth, and Williams @) for the error term € in the AFT model (B3). The
main advantages of the Pdélya tree prior distribution are (1) it can assign
probability one to the set of continuous distribution, (2) it is easy to con-
straint the resulting error term e to have the median (or any other quantile)
rather than the mean equal to zero (or any other fixed number) such that
also the regression quantiles can be modelled, of which the median regression
is the most important case. Additionally, Walker_and Mallick (IJ_QQQ) break
down the i.i.d. assumption of the error terms and assume also the population
averaged AFT model (6.

Successive approaches to the Bayesian non-parametric AFT concentrate on
the median regression. Namely, Kottas and Gelfand (|21)_0J]) suggest to use the
Dirichlet process mixture of either unimodal parametric densities or unimodal
step functions for the distribution of the error term e in the basic AFT
model . Another median regression AFT model is given by Hanson and
Johnso%) who use a mixture of Pdlya trees centered about a standard,
parametric family of probability distributions as a prior for the error term e.

Finally, [Hanson and Johnson (2004) consider a mixture of Dirichlet processes
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introduced by |Antoniakl (1974) (which is distinct from the Dirichlet process
mixture used by [Kuo and Mallick, 1997 or [Kottas and Gelfand, 2001) as the
prior for the error term ¢ in the basic AFT model [B2). They also consider
explicitely the interval-censored data.

The area of multivariate survival data modelled by the mean of the Bayesian
AFT model seems to be almost unexplored. Except the work Walker and
Mallick (@) we are not aware of any other contribution. Moreover, the
structured modelling of dependencies by the mean of the cluster specific AFT
model introduced in Section seems to be absent at all in the literature.

5.4 Concluding remarks

In this chapter and in Chapter Bl we came across with two fundamental re-
gression models for the survival data. We mentioned that the most frequently
used PH model has several drawbacks so that in many practical situations
it is worthy to consider alternatives of which the AFT model is an appeal-
ing one. We pointed out that the AFT model whose distributional parts
are parametrically specified can relatively easily be estimated even using the
method of maximum-likelihood. However, especially for prediction purposes,
it is important to avoid incorrectly specified parametric models since due
to the censoring any parametric assumption is very difficult to check with
survival data. For that reason, one aims for methods that leave the distri-
butional parts of the model either completely unspecified or specify them in
a flexible way. For the PH model, the partial likelihood dueli@ ) is
available for this purpose. Unfortunately, no similar concept exists for the
AFT model. Several frequentist semi-parametric methods were reviewed in
Sections B2, B4 BZ3 and BET4 Nevertheless, we saw that, especially
with interval censoring, or let alone doubly interval censoring, most of them
become computationally intractable in practical situations. Moreover, with
multivariate data, the situation becomes even more complex.

On the other hand, the Bayesian approach together with data augmenta-
tion offer an appealing alternative allowing to formulate and also estimate
realistically complex models even with multivariate and/or (doubly-)interval-
censored data. We have illustrated this issue on the Bayesian semi-parametric
PH model in Section B2 In Section B3, we have subsequently reviewed exist-
ing semi-parametric approaches to the AFT model. However, we mentioned
that most of them were primarily developed to handle only univariate data.
Nevertheless, many survival problems lead to the analysis of the multivariate
data.
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Introduction to Part

We have introduced two versions of the AFT model - the population-averaged
and the cluster-specific model that can be used to analyze the multivariate
survival data. We have also mentioned that, especially for the cluster-specific
AFT model B1), with unspecified distributional parts of the model, there is
almost no methodology developed in the literature.

In this thesis, we aim to present the methods to handle both the population-
averaged AFT model ([B8) and the cluster-specific AFT model [BX) under
the presence of multivariate and/or (doubly-)interval-censored data. At the
same time, we want to minimize the parametric assumptions concerning the
distributional parts of the model as much as possible. One possibility to
reach this target is to use smoothing methods for the unknown distributional
parts. In the literature, more often the baseline hazard function is smoothed

(Section B3 [Kooperbere and : : Betensky
et al., @; Section , ; , ).

However, with the AFT model, it is quite natural to use a flexible smooth
expression for the density, either of the error term £ and/or the random effects
b. For example, for the bivariate population-averaged AFT model. Pan and
Kooperberg (I]_QQQ) use this idea in combination with the multiple imputation

(see Section BZ2).

In principal, the methods presented in Part [l of this thesis will be built on
the same basis as that of IRa.n_and_Iﬁmpﬁr_bﬂd (I]_Q%j) Whereas they express
the logarithm of the unknown density using the splines and use numerical
integration to evaluate and optimize the likelihood we will model directly the
density using a linear combination of suitable basis parametric functions and
simplify thus the likelihood evaluation (see Section [ZZ4]). In contrast to Pan
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and Kooperberg (@) we also exploit another strategy to determine the
number of the basis functions. Whereas they choose the optimal number of
basis functions using a criterion like AIC , @) we will either take
an overspecified number of the basis functions and prevent identifiability
problems and overfitting the data using a penalty term (Chapters [, @, [0)
or estimate the number of the basis functions simultaneously with the other
model parameters (Chapter ).

Further, we will show that for univariate survival data we are able, even un-
der the interval-censoring to use maximum-likelihood based methods without
the need for multiple imputation (Chapter [d). With the introduction of mul-
tivariate and doubly-interval-censored data we avoid multiple imputation by
switching to the Bayesian approach (Chapters B B [[0) which is more advan-
tageous in such situation as was explained in Chapter
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Chapter

Mixtures as Flexible Models for
Unknown Distributions

We aim to develop the accelerated failure time models with flexibly specified
distributional parts. We have already sketched that we wish to use flexible,
yet smooth expressions for densities involved in the specification of these
distributional parts. In this chapter, let g(y) (¢(y)) denote an unknown
density of some generic univariate random variable Y (random vector Y'). We
outline two similar, though conceptually different, methods to approximate
g(y) or g(y) in a flexible and smooth way, namely

1. The classical mixture approach;

2. An approach based on penalized smoothing.

We introduce the classical mixture approach in Section[GIl In Section B2, the
penalized smoothing approach exploiting B-splines will be given. In Section
B3, we replace the B-splines by normal densities and introduce the penalized
normal mixture. Finally, we compare the classical and penalized normal
mixture in Section

6.1 Classical normal mixture

6.1.1 From general finite mixture to normal mixture

To model unknown distributional shapes finite mizture distributions have

been advocated by, e.g., hhﬁﬂmgtm,_Smﬁh,_a.nd_Mam (Il%ﬂ Section 2.2)

as appealing semi-parametric structures. Using a finite mixture the den51ty
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g(y) is modelled in the following way:

9(y) =9(y6) Zwyg] (6.1)

where gj, j = 1,...,K are known densities and 0 = (K, wy,...,wg) is
the vector of unknown parameters. Namely, K is the number of mixture
components, and w;, j = 1,..., K are unknown weights satisfying w; > 0,
j=1,...,K and Zj w; = 1. In general, the number of mixture components,
K, is assumed unknown, however, due to difficulties outlined further in the
text, estimation of K is often separated from estimation of the remaining
parameters, especially when using maximum-likelihood based methods.

Further, it is often assumed that the mixture components, g;, j = 1,..., K
have a common parametric form g and each mixture component depends on
an unknown vector of parameters n;, j = 1,..., K. Expression (i) changes
then into

9(y) = g(y|6) = Zw]gylm (6.2)

where 6 = (K, wy,...,wg, ... ,nK) A frequently used particular form
of (E2) is a normal mixture where g(y |n;) equals p(y | p;, ¥;), a density of
the (multivariate) normal distribution with mean p; and covariance matrix
;. For instance, Verbeke and Lesaffrd (Ilfﬁd use a mixture of multivariate
normal distributions with ; = 3 for all j to model a distribution of the
random effects in the linear mixed model.

In this thesis, we use the classical normal mixture only in a univariate context,
i.e. to express an unknown univariate density g(y) as

9(y) = g(y|0) = Zw]wy\um 7)- (6.3)

In this case, the vector @ equals
GZ(K, Wlyeoo , WK, U1y--+- 5 UK, 0’%,...,0’%()/. (64)

Figure 6] illustrates how two- or four-component, even homoscedastic, nor-
mal mixtures can be used to obtain densities of different shapes.

6.1.2 Estimation of mixture parameters

Let 6 be a vector given by the expression (G4l and containing all unknown
parameters of model ([E3)). Suppose first that an i.i.d. sample yi,...,y,
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from a

density g(y | @) is available to estimate the unknown parameter vec-

tor 6. Mazximum-likelihood based methods pose two main difficulties when
estimating 6:

1. When K, the number of mixture components is unknown, one of the

basic regularity conditions for the validity of the classical maximum-
likelihood theory is violated. Namely, the parameter space does not
have a fixed dimension. Indeed, the number of unknowns (number of
unknown mixture weights, means and variances) is one of the unknowns.

See, e.g., [Titterington et all (IJ_%H, Section 1.2.2) for a detailed discus-

sion of this difficulty.

. For a fixed K > 2, the likelihood becomes unbounded resulting in non-
existence of the maximum-likelihood estimate when one of the mixture
means, say f1, is equal to one of the observations y;, i = 1,...,n and
when the corresponding mixture variance, a%, converges to zero. See,

e.g., IMcLachlan_and Basford (IJ_%_S, Section 2.1) for more details.

In classical frequentist approach, the first problem is tackled by consecutive
fitting of several models with different numbers of mixture components and
choosing the best one using some criterion, e.g., Akaike’s information cri-

terion

\.m, @) To avoid the second problem, homoscedastic normal

mixtures, i.e. with 0']2 = ¢2 for all j are used leading to a bounded likelihood.

Figure

6.1: Several densities expressed as two- or four-component ho-

moscedastic normal mixtures.
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Bayesian methodology, on the other hand, offers a unified framework to esti-
mate both the number of mixture components K and heteroscedastic normal
mixtures in the same way as any other unknown parameters, i.e. using proper
posterior summaries. A breakthrough in Bayesian analysis of models with
a parameter space of varying dimension is the introduction of the reversible
jump Markov chain Monte Carlo (RJMCMC) algorithm by [Greerd (@)
which allows to explore a joint posterior distribution of the whole parameter
vector 6 from model (E3)), including the number of mixture components K.
Explicit application of the RJIMCMC algorithm to normal mixtures is then

described by [Richardson and Greenl (1997).

The fact that the likelihood is unbounded for heteroscedastic normal mix-
tures leads to an improper posterior distribution in the Bayesian setting when
a fully non-informative prior distribution is used for the variances of the mix-
ture components (mixture variances), i.e. when p(o?,...,0%) II; 0;2.
However, the problem is solved by using a slightly informative prior distribu-
tion for the mixture variances. For instance, replacing H o; 2 by a product
of inverse gamma distributions with parameters hy and h2 Where hi1 = hy =
0.001 or hy = 1, he = 0.005, the classical vague priors, is already sufficient
to prevent that the mixture variances will tend to zero causing an infinite
likelihood.

We use a classical normal mixture model (B3) for the density of the error
distribution in the cluster-specific AFT model in Chapter B To avoid diffi-
culties with the maximume-likelihood estimation outlined above and for other
reasons (see Sections ELJ] and EE2) only Bayesian methodology will be con-
sidered here. In Chapter B we also discuss the RIMCMC algorithm and the
issue of the prior distribution for mixture variances in more detail.

6.2 Penalized B-splines

6.2.1 Introduction to B-splines

Different types of smoothing are routinely used in various places of modern
statistics to express an unknown (smooth) function. Most often, either regres-

sion surfaces or densities are smoothed; see, e.g., [Fahrmeir_and Ttz (IZO.QJ]
Chapter 5) and IHas_m.e.,_’D.bshma.m_and_EU:ﬁma.d (2001) for an overview.

In this thesis, we concentrate on smoothing based on splines. For simplicity,
we consider the univariate case first. The unknown function g(y) (density
in our case) is expressed as a linear combination (mixture) of suitable basis
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spline functions By (y),..., Bx(y), i.e.

K
9(y) = 9(y10) =D w;B;(y), (6.5)
j=1

where @ = w = (w1, ..., wg)". Expression ([G3) is similar to (G3]) introduced
in the previous section. Note however that in contrast to normal densities in
(&3, the basis spline functions B;(y), j = 1,..., K are always fully specified,
including their location and scale, and the number of basis splines, K, is
always fixed beforehand. The only quantities that have to be estimated are
the spline coefficients (mixture weights) w.

So called B-splines (Id.LBQD_I], 11978; Dierck, |l99.ﬂ) form, for their numerical
stability and simplicity, a suitable system of basis spline functions. Their

use in statistics was promoted especially by [Eilers and Marx (1996). The B-

spline is a piecewise polynomial function. To fully specify the B-spline basis,

M1 H2 M3 Ha M5 He Hr s Ho H1i0  H11

M1 H2 M3 Ha M5 He M7 M8 H9 Hio  M11 Hi12

Figure 6.2: Basis B-splines of degree d = 1 (upper panel) and degree d = 2
(lower panel).
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Bi(y),...,Bk(y), we have to determine

1. Degree d of the polynomial pieces;
2. A set of values (knots) p1 < -+ < pgr1 < - < pr41 < - < UK dr1
such that the interval (p1, g yq+1) covers the domain of the function
g(y) we wish to express using the B-splines.
Given that, the value of each basis B-spline can easily be computed at an ar-
bitrary point y € R (see , Iﬁ) Figure shows a basis of linear

(d = 1) and quadratic (d = 2) B-splines with K = 9. It can be found that
the jth basis B-spline of degree d

1. Consists of d + 1 polynomial pieces;
2. Is only positive on the interval (u;, ftj+d+1);

3. Has continuous derivatives up to order d — 1;

4. Except on boundaries it overlaps with 2d polynomial pieces of its neigh-
bors.

H1 o M3 M5 M7 M9 M11 0 M3 M1 M3 M5 M7 M9 11 M3

H1 o M3 M5 M7 M9 M11 0 M3 M1 M3 M5 M7 9 11 M3

Figure 6.3: Several functions expressed as linear combinations of cubic B-
splines with K = 9 and equidistant set of knots.
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Furthermore, for all y € (u1, x+qgr1) the basis B-splines sum up to one,
ie. ZJK:1 Bj(y) = 1. Finally, m ) gives simple recursive formulas
to compute derivatives or integrals of the function g(y) expressed by (E3).
Figure illustrates that B-spline mixture can result in functions of various
shapes.

6.2.2 Penalized smoothing

Choosing the optimal number and position of knots is generally a complex
task in the area of spline smoothing. Too many knots leads to overfitting the
data; too few knots leads to underfitting and inaccuracy. Q’Sullivan (|19_8_d,
) proposed to take a relatively large number of knots and to restrict the
flexibility of the fitted curve by putting a penalty on the second derivative.

In the context of B-splines, [Eilers and Marx (1996) suggested

1. To use a large number of equidistant knots covering the domain of the
function g(y) one wishes to smooth;

2. To estimate the spline coefficients using the method of penalized maxi-
mum-likelihood. Further, they propose to base the penalty on squared
finite higher-order differences between adjacent spline coefficients w;.

They call their method as penalized B-spline, or P-spline smoothing. Eilers
and Marx M) use the P-splines primarily to smooth regression surfaces

although they propose also a methodology, based on the Poisson generalized
linear model (GLM), for smooth estimation of the density with the i.i.d. data.
We sketch this method in Section 241

The strategy of several further developments (Chapters[d [ [[) in this thesis
is based on the ideas of [Eilers and Marx (Il9_2d), modified and adapted to

regression modelling with censored data. Namely,

1. For reasons stated in Section we replace the basis B-splines by nor-
mal densities with a common variance;

2. We base the penalty term on squared finite higher-order differences
between appropriate transformations of the adjacent spline coeflicients
wj, see Section for a motivation;

3. More complex models in Chapters @ and [ will be estimated using
the Bayesian methodology using the prior distributions inspired by the
penalty term used in the penalized maximum-likelihood applications;
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4. We will not use the Poisson GLM-based density estimation, see Sec-
tion [BZA for the reasons why.

In agreement with [Eilers and Marx (1996) we use a set of equidistant knots

in all penalized-based developments.

6.2.3 B-splines in the survival analysis

General splines have been suggested at several places in the survival literature
to model flexibly either the (log-)density/(log-)hazard function or the effect
of covariates replacing a linear predictor by a spline function. See the discus-
sion section of Abrahamowicz, Ciampi, and Ramsay (1992), the introductory

section of %g Stone. and Tm(md (1995) or Chapter 5 of Therneau

and Grambsch ) for an overview.

More specifically, B-splines have been used by [Bgs_e_u_b_e_td (IJ_M) who uses
their cubic variant to express the baseline hazard function in the Cox’s PH

model. He choses the optimal number of knots according to Akaike’s in-
formation criterion (@jﬁ, @) while placing the knots to the quantiles
of uncensored observations. An approach based on the penalized maximum-
likelihood is given by lloly, Commenges, and Letenneu (1998) who use mono-
tone splines (close relatives of the B-splines introduced by , I@) to
model the baseline hazard function. in the Cox’s PH model as well. Tutz

and Binderm) use B-splines to extend the basic

Cox’s PH model by allowing for time-varying regression parameters.

Recently, [Lambert. and Filerd (IZO_O_H) use a Bayesian version of penalized B-
splines to model both the baseline hazard and the effect of covariates in the
Cox’s PH model in an actuarial way. To our best knowledge, we are not aware
of any approach where the B-splines would be used to model the density of
the survival times.

6.2.4 B-splines as models for densities

The function g(y| @) expressed by (GI) can serve as a model for the density
of a continuous distribution with domain (p1, g +4+1) provided
9(y|0) >0 forall y € (u1, prtd+1), (6.6)
HK+d+1
[ awieyay =1 (6.7
I

1
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Condition (G.0) is satisfied if we require all the spline coefficients to be posi-
tive, i.e.
w; > 0, j=1,..., K. (6.8)

Constraint ([EX) can easily be avoided when we change the expression (G.H)
for g(y | @) into

K
9(y16) =Q7" Y w;By(y). (6.9)
j=1
K

0= /:KerH{j:l ijj(y)} dy

The constant ) can easily be computed using the formulas given by Diercks
(@, Section 1.3). For example, in the case of coincident boundary knots

(ie. 1 =+ pgey and pg1 = -+ = prrqr1) the constant @ equals
| K
Q=77 ; Wj (jrd+1 = Hy)-

We show in Section how to avoid also the inequality constraints (E3).

A somewhat different approach to estimate a density function using B-splines
has been suggested in [Eilers and Marx (IJ_QQd, Section 8), namely by smooth-
ing a histogram. They divide the range of the data into a large number K of
bins, each of length h, and let the midpoints of the bins to define the knots
Wi,y..., . The raw continuous data, yi,...,y, are changed into counts
n1i,...,ng such that n;, 7 =1,..., K equals the number of raw observations
Yi, i =1,...,n with p; —h/2 <y; < pj + h/2. The counts nq,...,nkg con-
stitute a histogram. They assume that each of these counts follows a Poisson
distribution with expectation E(ni),...,E(ng), respectively. A smoothed
histogram is obtained by expressing the Poisson log-expectations as the B-
spline, namely

K
log{E(nj)} = Z WE Bk(,uj), j = 1,. .. ,K.
k=1

The corresponding smooth density of the original continuous data is then
given by

K
9(y16) = Q7 exp{>" wi Bily) }.
k=1
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where @) is an appropriate proportionality constant. [Eilers and Mary (I]_Q%)

argue that the use of penalized maximume-likelihood estimation provides sta-
ble and useful results and does not lead to any pathological results resulting
from discretization of the data.

For our developments in the context of the AFT model, we believe that the
approach with the density directly expressed as a mixture of B-splines is more
advantageous since it leads to a simpler likelihood evaluation. Remember that
with censored observations the likelihood involves evaluation of integrals of
the assumed density (see Section Il and EE2). With the density () these
integrals are simply mixtures of integrated basis B-splines whose computation
only involves integration of polynomials. Nevertheless, usage of the smoothed
histogram approach in the censored data regression context is presented by

ILambert. and Eilerd (2003).

6.2.5 B-splines for multivariate smoothing

The concept of B-splines can be extended to the multivariate setting, to
smooth (estimate) a function g(y) of several variables. For example the
bivariate case is achieved by replacing the formula (E3) by

K1 K

9(y) = g1, y2) = g9(y|0) = Z Z wjy, j, B1, 1 (y1) B, j, (y2),
J1=1j2=1

where By j,, j1 = 1,..., K1 is a set of basis B-splines of degree d defined by

knots p1,1, ..., p1, Ki4d+1s B2,j., J2 = 1,..., K2 a set of basis B-splines of
degree d defined by a generally different set of knots po 1, ..., H2, Kotd+1,
and 0 = (w1,1,..., Wk, K,). Namely, g(y|0) is expressed as a Kronecker

product of univariate B-splines and this idea can be extended also to higher
dimensions.

6.3 Penalized normal mixture

6.3.1 From B-spline to normal density

Using the B-spline expression (E) to model a survival density has one draw-
back. Namely, the support of the resulting density g(y | €) is always bounded
and equal to the interval (u1, pgyq+1). However, most continuous survival
distributions are thought of as having a support of (0, co) on the time scale
and the real line on the log-scale. While in practice this might not constitute
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any difficulty, in theory it might be more comfortable to approximate a den-
sity having an infinite support. Remember also that we aim to approximate
densities of either the error distribution in the AFT model or the distribution
of the random effects in the same model. This implies that it might be quite
difficult in some settings to find a proper range of the density for the error
terms and/or random effects as both distributions are seen from the data
only indirectly. However, one can easily find that the basis B-spline of degree
d is very close to the density of the standard normal distribution in the sense
of the following proposition.

Proposition 6.1. Let B%(y) be a basis B-spline of degree d defined on the
grid of d + 2 equidistant knots

d+1 d+1
= =0=5= e M =05

withéz,u;ﬁrl—,u;l,j:1,...,d+1 equal to \/12/(d + 1). Let

BL(y)=1/——B%y), yeR

be a standardized basis B-spline of degree d. Then

dli_)rgo Ba(y) = p(y) uniformly for all y € R,
where ¢ denotes a density of a standard normal distribution.

Proof. We give only main ideas of the proof. All technical details can be
found in [Unser, Aldroubi, and Ederl (1994).

Firstly, an arbitrary basis B-spline of degree d is proportional to the density of
a sum of d+ 1 independent uniformly distributed random variables. Properly
standardized basis B-spline, B%(y), is then equal to a density of a zero mean,
unit variance random variable given as a sum of d 4+ 1 independent uniformly
distributed random variables. The proposition is then achieved using the

central limit theorem (see, e.g., Billingsley, 1995, Section 27). O

The property outlined in Proposition 1] is illustrated in Figure More-
over, the convergence is rather fast. Indeed, the standardized cubic basis
B-spline is already quite close to the standard normal density.

This reasoning led us to replace the basis B-splines in the expression ()
by normal densities whose means are equal to the knots and whose variance
is equal to a common value O'g. In accordance with the idea of penalized

B-splines (see Section BEZZZ), we use a larger number of equidistant knots
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Figure 6.4: Standardized basis B-splines of degree 0 to 8 (solid line) compared
to a standard normal density (dashed line).
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chosen beforehand. Additionally, as explained in Section (33, we always
use an odd number of knots symmetric around the middle knot. For this
reason, the number of mixture components will be indicated by 2K + 1 and
the knots — means denoted by p_g, ..., to,-- -, uxg. Namely, the unknown
function g(y) (density) is approximated by

K
9w) =9 10) = > wely|u o3), (6.10)
j=—K
where @ = (w_g,...,wg)". The basis standard deviation, og, is chosen
beforehand as well as the knots. For its choice we adopted the value 24/3,
where 0 = pj1 —pj, j = —K,..., K — 1 is the distance between the two

consecutive knots — means. The motivation for this choice is provided by
an attempt to keep a correspondence with the cubic B-splines. Remember,
the basis cubic B-spline covers an interval of length 46. The same is nearly
true for the normal density with the variance (26/3)? if we admit that the
N (p, 0?) density is practically zero outside the interval (u — 30, u+ 30). In
this context, we will call ([EI0) penalized normal mizture.

6.3.2 Transformation of mixture weights

To ensure that the function g(y|@) given by ([EI0) is a density of some
continuous distribution, we have to impose constraints analogous to (G.8)
and ([EJ) upon the mixture weights w = (w_g, ..., wg)’. Namely, they have
to satisfy

w; >0, j=-K,... K, (6.11)
> wi=1. (6.12)

To avoid constrained estimation, one can use an alternative parametrization

based on transformed mixture weights a = (a_g,...,ax)’
aj(w):log<&>, j=-K,....K, (6.13)
Wo

Inversely, the original weights w are computed from the transformed weights
a by

exp(a;)
Zfsz exp(a)
Instead of estimating the constrained weights w, the vector a_g of uncon-
strained transformed weights, except ag which is fixed to zero, is estimated.

wj(a) = , j=-K,... K (6.14)
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Note that the weights w(a) expressed by (GI4l) automatically satisfy both
(ET1T) and (ETZ). Further, an arbitrary mixture component can be chosen to
be the reference one having a corresponding a coefficient fixed to zero without
any impact on the results. However, for notational convenience, without loss
of generality, we will assume that ag = 0.

6.3.3 Penalized normal mixture for distributions with an ar-
bitrary location and scale

Let Y be a random variable with a density g(y) with
EY)=a, var(Y) = 72

To be able to use the same grid of knots —means g, .. ., ux for distributions
with an arbitrary location oo and scale 7 we incorporate these two parameters
in the expression ([EI0) for the unknown density g(y), i.e., the density g(y)
will be approximated by

K
—1 y— o 2
o) =gw0) =77 3 wi@ (", 03).  (615)
=K
where 0 = (a_k,...,ax, a, 7). In other words, the density of the standard-

ized random variable Y* = 771(Y — «) is approximated by
K
g 167 = > wila)e(y’ ‘Mj, a3),
j=—K

where 0" = (a_k,...,ax). The intercept o and the scale 7 will be estimated
simultaneously with the transformed mixture weights a.

With expression ([GIH), the knots p_g, ..., ux have to cover a high proba-
bility region of the zero-mean, unit-variance distribution. In most practical
situations, the choice with u_g equal to a value between —6 and —4.5 and
i equal to a value between 4.5 and 6 provides the range of the knots broad
enough. Furthermore, a distance § of 0.3 between two consecutive knots is
small enough to approximate most smooth densities. As an illustration, we
computed the Lo-distance between the standard normal density and its best
approximation using a penalized mixture ([@IH) with pu_x = —6, ux = 6,
different choices of § = 141 — pj, and o9 = 26/3. This distance is equal to
0.00570 for 6 =1 (K = 6), and drops to 0.00104 for 6 = 0.75 (K = 8). When
plotted, the penalized mixture (EIH) is indistinguishable from the normal
density at 6 = 0.75. Further, for § equal to 0.5 (K = 12), 0.4 (K = 15), 0.3
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(K =20), 0.2 (K = 30), and 0.1 (K = 60) we obtain distances of 0.00031,
0.00022, 0.00017, 0.00014, and 0.00012, respectively. Clearly, for 6 = 0.3 the
penalized mixture and the normal density are quite close.

6.3.4 Multivariate smoothing

In Section we discussed how the Kronecker product of univariate B-
splines can be used to model unknown multivariate functions. The same idea
can be used also with the penalized normal mixture. In this thesis, we use the
multivariate penalized normal mixture only in the bivariate setting which will
be discussed now. Extensions to higher dimensions are obvious, only with
more complex notation.

Firstly, we note that the bivariate basis formed of the Kronecker product of
univariate normal densities is actually the basis formed of bivariate normal
densities with diagonal covariance matrices. Indeed, for arbitrary y; € R and
y2 €ER

(1 | 1, o1) e(y2 | p2, 03) = wa(y1, v | 1, ),

where @o(- |, X) is a density of Na(p, X) with pp = (p1, p2)’ and ¥ =
diag(o?, 03).

Analogously to the univariate formula (EI0), the unknown bivariate density
9(y1, y2) = g(y) is expressed by

g(y) =g(y|0) = Z Z Wi ga P | By a2, (6.16)

J1=—Kj jo=—K

where p;, 5y = (U115 H2.55)s 1 = —K1,..., K1, j2 = =Ko, ..., K3 is a fixed

fine grid of knots, ¥ = diag(c?, 02) is a fixed basis covariance matrix (the
same for all mixture components) and W = (wj, j,), 1 = —Ki,..., K],
jo = —Ko, ..., Ko a matrix of unknown mixture weights satisfying
Wiy jo > 0, 71 :—Kl,... Ky, jo=—-Ks,..., Ko (617)
K
Z Z w]h]Q =1 (6'18)
J1=—K1 jo=—

The vector @ of unknown parameters contains the elements of the matrix W.
Similarly to Section B3 the constraints ([@I7) and ([EIF) are avoided by
the reparametrization of the weight matrix W into the matrix A = (a;, ;,),
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J1=—Ki,...,Kyq, jo = —Ks,..., Ky of transformed weights by

ajl,jQ(W) :1Og<ﬁ)a J1 :_Kly"'aKl?
exp(a;, ; )
wlez(A) = D( Jhp) , Jo=—Ko, ..., Ks. (6.19)

Ky Ko
2. 2 exp(ak k)

ki=—K1 ka=—K>
For notational convenience and without loss of generality, the mixture com-
ponent (0,0) is chosen to be the baseline with ag = 0.
Moments of the bivariate penalized normal mixture

It is useful to stress that although all bivariate normal components in (G.I0)
are uncorrelated the covariance matrix of the random vector (Y, Y2)" with the
density ¢g(y) = g(y | 6) defined by (EI8) is, except for a special combination
of mixture weights, not diagonal. Namely,

K1 K2
EY) = Y witpg,  BY2)= Y wijpe,

J1=—K1 Ja=—K2
K 9
var(Yy) = O'% + Z wjﬁ{#l,ﬁ - E(YI)} )
j1=—K1
Ko 2
var(Yy) = o3 + w+j2{ﬂ27j2 - E(Y2)} :
Jo=—K>
K Ko
cov(Yy, Ys) = Z wjlij{lu’l,jl - E(Yl)}{luljz - E(Y2)}a
J1=—K1 jo=—K>

where subscript + means summation over the range of the corresponding
index.

Bivariate penalized normal mixture for distributions with an arbitrary
location and scale

Analogously to Section we introduce here an extra intercept parameter
vector a = (a1, ag) and an extra scale parameter vector 7 = (11, 72)" to
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allow for modelling the bivariate densities of a random vector Y = (Y7, Y3)'
with a general location and scales, i.e. with

E(Y1) = aq, var(Yy) = 7'12,
E(Y2) = ag, var(Ys) = 75.

As before, the same values of the extreme knots p11,—r,, f11,Kx,5 42,— Koy H1,Ko
and the basis standard deviations o1, o9 can be used for distributions with
different location and scale.

Namely the bivariate density g(y) of a general distribution will be approxi-
mated by

9(y) = 9(y| 9) = (6.20)
Yyr— a1 Y2 — Q2
(17m2)” Z Z w]h]Q < P ‘u(jh]é)’ E)’
1 T2
j1=—K1 jo=—K
where 0 = (a_g, —K,,---, 0K, Kys 01, @2, T1, T2). In other words, the den-

sity of the standardized random vector

v Yy _ 7'11 01 Y1 — o
Yy 0 7y Yo — o

is approximated by

Ky

g 10 = > Z Wy g2 () 0™ | 1y ) 2, (6.21)

J1=—K1 jo=—K:

where the vector 8* contains only the elements of the matrix A of transformed
weights. The same guidelines as in the univariate case (Section E33) will be
applied for the choice of the grid points and the basis standard deviations,
i.e. both p1 —k,,...,p1 K, and p2 _k,, ..., U2 K, being the univariate grids of
equidistant knots with the distance between the two knots equal to § ~ 0.3,
with the minimal knot lying between —6 and —4.5, the maximal knot lying
between 4.5 and 6 and basis standard deviations equal o1 = 09 = 2§/3.

6.4 Classical versus penalized normal mixture

We finalize this chapter by an explicit comparison of the classical normal
mixture and penalized normal mixture.
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With the penalized normal mixture, invariably a relatively large but
fixed number of mixture components is needed and the smoothness of
the resulting smoothed distribution is optimized via a penalty term.
On the other hand, with the classical mixture, often a small number
of mixture components is sufficient but, the number of components
have to be estimated which might cause some difficulties as outlined in

Section BT 2%

The fine grid of fixed knots in the penalized mixture approach prevents
inaccuracy in the estimate of the unknown density, while the penaliza-
tion inhibits overfitting. In contrast, in the case of a classical mixture,
the means and the standard deviations of the mixture components must
be estimated;

In order to use a standard grid of knots we have included explicitely
the intercept and scale parameters in the model specification when us-
ing the penalized approach. This is not desirable with the classical
mixture approach as both the overall intercept and the overall scale
are implicitely defined by the mixture components means and standard
deviations;

Extension of the univariate smoothing into the multivariate smoothing
is conceptually simple with the penalized approach as was shown in
Section B34 using the Kronecker product of the basis functions. In
higher dimensions, there are only some computational difficulties aris-
ing from the fact that the number of unknown parameters increases
exponentially with the dimension.

Extension of the classical mixture approach into higher dimensions is
relatively easy with a fixed number of mixture components however
is not straightforward when the number of mixture components have
to be estimated simultaneously with the remaining parameters. Even
with the Bayesian approach and the reversible jump MCMC algorithm
mentioned in Section the multivariate extensions are still an area

of active research, see [Dellaportas and Papageorgion (2006) for recent

developments.




Chapter

Maximum Likelihood Penalized
AFT Model

In this chapter, we present the AFT model for the case of independent obser-
vations. The error distribution of the model will be based on the penalized
normal mixture (Section [E3) and penalized maximum-likelihood estimation.
The basic version of this approach is given by [Komarek, Lesaffre, and Hiltor!
M) and an extension allowing also modelling the dependence of the scale
parameter on the covariates can be found in tﬁaﬂm_&marﬁk_and_w
(200d).

In Section [LT], we describe the model in detail. In Section [[2 we show how
the model parameters are estimated using the penalized maximum-likelihood
method. Section describes the inferential procedures. In Section [[4] com-
putation of predictive survival or hazard functions and predictive densities
is discussed. Section [LH gives the results of a simulation study that evalu-
ates the performance of the method. The proposed method is applied to the
analysis of the WIHS data in Section [C8 and to the analysis of the Signal
Tandmobiel® data in Section [ We finalize the chapter by a discussion in
Section

7.1 Model

Let T;,i=1,..., N be independent event times observed as intervals LtiL, tZU |
and d; be the corresponding censoring indicator with the same convention as
in Section Il Let y* = log(tF) and v = log(tY). Further, let x; =
(@in, ... ,a:Lm)' be a vector of covariates associated with the ith subject. The

83



84 CHAPTER 7. MAXIMUM LIKELIHOOD PENALIZED AFT MODEL

effect of covariates on the event time T; will be specified using the basic AFT
model introduced in Section B2 i.e.

log(T;) = B'z; + &, i=1,...,N, (7.1)
where B = (B1,...,0m) is a vector of unknown regression parameters and
€1,...,en are i.i.d. error random variables with the density g.(¢).

7.1.1 Model for the error density

The density g-(¢) of the error term will be expressed using the penalized
normal mixture (GIH), i.e.

K
-1 E—a 2
g(e) =771 D wit@) (= |y, o), (7.2)
j=—K
where p_g, ..., i is a set of fixed equidistant knots, og fixed basis standard
deviation, o unknown intercept and 7 unknown scale parameter. Finally,
w = (w_g,...,wg) are unknown mixture weights and @ = (a_g,...,ax)’

their transformations obtained using the relationship (EI3).

Let €7, ..., e} be standardized error terms, i.e. having the density

Z e(e” [ 1y, UO) (7.3)

Keeping the intercept a and the scale 7 identifiable requires that the first
two moments of the density ([Z3)) be fixed, i.e.,

= Z a)p; =0, var(e Z MJ + 00) 1. (7.4)

Due to the fact that Zszf xwj(a)od = o, the variance constraint can be

rewritten into the form Z]K:_K wj(a),u? = 1—o0f. Tt is then easily seen

that the basis standard deviation og must be smaller than 1 to be able to
satisfy this constraint. Finally, the two equality constraints ([Z4]) can be
avoided if two coefficients, say, a_; and ay, are expressed as functions of
the remaining non-baseline coefficients, denoted together as a vector d =
(G_K, e, @—2,09,. .. ,GK)/:

ar(d) = log{wo,]C + Z Wi ke exp(aj)}, k=-1, 1, (7.5)
j¢{-1,0,1}
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with
oy = iz Lo og
» po1— 1 1—of+ pp—
wj1 = —wj,—l-%—%, j=—-K,...,-2,0,2,... K.

7.1.2 Scale regression

In most regression models, it is conventionally assumed that the covariates
influence the mean, but it is presumed that it will not influence the scale
parameter. With hindsight, this is simply one model choice and in many
cases it may be untenable. Recently, there is interest in joint mean-covariance
models in the context of longitudinal studies (Pourahmadi. 1999: Pan and
MacKenzie, 2003). Our AFT model ([T with the error density (Z2) can
be generalized in the same direction yielding the mean-scale penalized AFT
model. With this generalization, we allow the scale parameter 7 to vary
across individuals. Moreover, for the ith individual, the scale parameter 7;

will depend on a vector of covariates, say z; = (zi1,- -, %im,), as
7 = 7(2i) = exp(Y' 2;), (7.6)
where ¥ = (71,...,%m,)" is a vector of unknown parameters. Note, that the

covariate vector z; usually contains the intercept term, i.e. 21 = 1 for all 1.
In that case, the original AFT model ([Z1l) with the error density (Z2) and
the common scale parameter 7 can be written as the mean-scale AFT model
with z; = 1 for all ¢ and 7 = exp(y1).

All parameters in the model (transformed mixture coefficients d; regression
parameters vector 3; intercept «; and log-scale log(7) or scale-regression
parameters vector 7y) are estimated by means of a penalized maximum-
likelihood method. 1In the next section, we construct the penalized log-
likelihood function which consists of an ordinary log-likelihood and a dif-
ference penalty for the transformed spline coefficients. The penalized log-
likelihood is subsequently maximized to obtain the estimates, see Appendix[Al
for practical aspects of the optimization of the penalized log-likelihood.

7.2 Penalized maximum-likelihood

7.2.1 Penalized log-likelihood

Let 6 be the vector of all unknown parameters to be estimated, i.e., 8 =
(0,89, a—k,...,a_2, as,...,ag)". Let £;(0) = log{L;(0)}, i =1,...,N
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denote the ordinary log-likelihood contribution of the 7th observation based
on model ([ZI]) with error density ([Z2), i.e., using the results of Section LTl
and the convention [3),

tY Al
L,(G) — T@'_l %L tlg:{log(t) « 16 T } dt
t

Ti

U
Y Ly—a— B
oy go| /) dy
yf Ti

K v !

_ i y—a—Fx

=Y wle) p, (P
Yy 7

j=K

1, 03) dy

i

The proportionality constant is equal to tiL = tZU for exactly observed event
times (d; = 1) and equal to 1 for all remaining observations (0; = 0, 2, 3).
For the purpose of maximume-likelihood based estimation, this constant can
be ignored so for notational convenience we will assume that this constant
equals one. Finally, let ¢(0) = Zfil £;(0) be the ordinary log-likelihood of
the whole data set.

As usual with censored data, the likelihood evaluation involves integration.
With our model, however, this does not cause any considerable difficulties
irrespective of the type of censoring (left-, right-, interval-). Indeed, all in-
tegrals involved in the computation of the likelihood are normal cumulative
distribution functions, which can be easily and efficiently evaluated.

To construct the penalized log-likelihood function £p(0; \), we subtract a pe-
nalty term g(a; \) based on the transformed mixture coefficients a from ¢(8),
ie.,

lp(0;0) = £(0) — q(a; N), (7.7)

where A is a fixed tuning parameter that controls the smoothness of the
fitted error distribution and inhibits identifiability problems due to over-
parametrization. For a given (reasonable) ), [Eilers and Mard (1996) pro-
posed to base the penalty on squared higher-order finite differences of the
coefficients of adjacent B-splines, and they used second-order difference in
their examples. We base our penalty on squared finite differences of order s
of the transformed coefficients of adjacent mixture components:

K
ST {ace)? (7.8)

j=—K+m

qla;\) =

o> N>

!
a' P.Psa,
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where Alaj = a; —aj_1, A’a; = As_laj — As_laj,l, s =1,..., and Py
isa (2K +1—s) x (2K + 1) difference operator matrix. According to our
experience, s = 2 or s = 3 is sufficient to obtain a smooth estimate of the
density. However, in our context the choice s = 3 has another interesting
justification, as explained in Section and will be used in all applications
presented in this thesis.

7.2.2 Remarks on the penalty function

There are two reasons why we penalize the transformed mixture coefficients
a instead of the original coefficients w and why we prefer the penalty of order
s =3.

First, the penalty based on a distinguishes between areas of the density where
there are few datapoints (i.e., where the coefficients w are close to zero) and
areas where there are many datapoints (i.e., where the coefficients w are well
above zero); the penalty based on w cannot distinguish between these areas.
For example,

0.001,0.002,0.001,0.996)’,
0.201,0.202, 0.201, 0.396)’

for w = (
(

we have @ = (—6.904, —6.211, —6.904,0)’,
(

w =

a = (—0.678,—0.673, —0.678,0)’
and (A2%03)% = 0.000004 = (A%3)?,
while (A%a3)2 = 1.92 > 0.000099 = (A2%a3).

Indeed, in the areas with a sufficient amount of data, the estimated shape
of the error distribution is mostly driven by the data themselves, whereas
in the data-poor areas the shape of the fitted error distribution is inter- or
extrapolated from the data-rich areas according to the flexibility allowed by
the penalty term.

Second, the penalty of the third order (s = 3) based on transformed mix-
ture coefficients a has an interesting property which can serve as a basis for
an empirical test of normality (see Section [[ZJ). A basis for this property
is given by the following proposition which is proved in Appendix [Al

Proposition 7.1. Let for K € N

.
IJ/K:{/’L]I(:?7 ]:_K27"'7K2}
1 1 1 1
:{_Ka_K+_a---> 0, >K__’K}

K KU KT K
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be a sequence of knots. Let for a € R2K*+1 g discrete distribution on u be
given by
K K
Pr(p™ = pj |a) = exp(a;).

L 2 2 :
Let a™ minimizes ZJK:_K2+3{A3%‘} under the constraints

K2

D P = ifla) = 1, (7.9)
B |a) =0,
var(p® |a) =1—02  for op € (0,1) fized.
Let
K2
gr) = > Prip™ = ufla™) ey | uf,03), y € R,
j=—K>

Then for all y € R
lim gk (y) = ¢(y).

K—o0

The empirical normality test is obtained using the following consideration.
Suppose that for fixed K we have 2K2+1 knots — K, —K+%, ceey —%, 0, %,

oy, K — %, K. Suppose further that we maximize the penalized log-
likelihood (ZA) for A — oo. This is equivalent (in the limit) to minimizing
the penalty term (Z) under the constraints ([Z)). For fixed K, let g ;- be
the fitted standardized error density arising from the above-mentioned op-
timization problem. Using Proposition [l with w;(a) = Pr(uf = ,u]K la),
j=—K2%...,K? we get that limy o0 g* (¢*) = p(e*) for all ¢* € R. In
practice, the set of knots and the basis standard deviation recommended
in Sections BTl and (e.g., knots from —6 to 6 by 0.3 and oy = 0.2)
give already rise to a fitted standardized error density 9: i practically in-
distinguishable from the normal density, ¢, when only the penalty term is
minimized. This property does not hold for the order s # 3 of the penalty or
when the penalty is based on the original mixture coefficients w.

7.2.3 Selecting the smoothing parameter

In the area of density estimation, methods for selecting the smoothing param-
eter, A, that rely on cross—validation are often used. The standard modified
maximum-likelihood cross—validation score that we are attempting to mini-
mize is
N .
vy == 6@,

i=1



7.2. PENALIZED MAXIMUM-LIKELIHOOD 89

where 6 is the penalized maximum likelihood estimate (MLE) of 6 and 9(_1)
the penalized MLE based on the sample excluding the ¢th observation. How-
ever, computation and optimization of the cross—validation score is extremely
computationally intensive in our case. In a similar context, [Q’Sullivan d]_%fj)
suggested a one-step Newton-Raphson approximation combined with a first-
order Taylor series approximation. Applying his method in our setting results
in an approximate cross-validation score given by

CV(\) = —{Z 0:(0) — trace(]ﬂlflﬁ)}, (7.10)
i=1
where
. 9%0p(0) . 9%0(6)
H=— ,  I=-
00067 00067

We denote trace(l@l_lfl) by df(\) and call it the effective degrees of freedom or
the effective dimension of the model since it necessarily plays the same role
as the effective dimension of a linear smoother (IHa.sm:;and_T_Lbshma.nj, h_ﬂ%j)
Depending on a chosen order s of the differences in the penalty, the degrees
of freedom decreases in A from dim(83) +2+ (2K + 1 —3) for A =0 (i.e., the
ordinary log-likelihood) to dim(3) + 2+ (s — 3) for A — oo and s > 3 (i.e.,
the penalized log-likelihood). For example, when K = 20, pji1 — p; = 0.3,
oo = 0.2 and s = 3, penalized likelihood estimation as A — oo depends
effectively on 2K +1— s = 38 fewer parameters than does ordinary likelihood
estimation.

Further, minimizing the expression ([ZI0) is essentially the same as maximiz-
ing Akaike’s information criterion AIC(\) = £(8)—df(\) (Im, I@) This
can be a valuable way to compare different models and assess the importance

of covariate contributions (see an example in Section [LH).

In accompanying R programs (see Appendix [d), a grid search using user-
defined values A, ..., A} (in our applications we used values \] = e\ =
el,. .. VAL = e?) is used to find the optimal AIC. Since the log-likelihood is
of the order O(N), using a factor of N'A;/2 in the penalty term (L) instead
of \/2 allows one to use approximately the same grid for datasets of different
sizes while also maintaining the proportional importance of the penalty term
in the penalized log-likelihood at the same level.

The result immediately following Proposition [l further implies that with
a sufficiently dense set of knots, we can check the normality of the error term.
When the optimal value of the tuning parameter A\ becomes large the error
density of the model can be considered to be normal.



90 CHAPTER 7. MAXIMUM LIKELIHOOD PENALIZED AFT MODEL

Linear mixed model interpretation

Recently, Wand (IZO_O_S]) or [Kauermanl (IZO.Q&A) pointed out the strong link

between penalized maximum-likelihood estimation and linear mixed mod-
els which can be used for selection of the smoothing parameter. The idea,
which underlies also the pseudo-variance estimate in Section [L3.1] and the
full Bayesian developments in Chapters @ and [0, is the following. The co-
efficient vector a is considered to be a vector of random effects having the
normal distribution

a~ N(o, Al (IP”SIPS)’),

where (P/Ps)~ is the generalized inverse of P.Ps. Smoothing parameter A
then determines (together with the fixed matrix Pg) the variability of the
“random effects” a. Penalized likelihood ([7) can then be interpreted as
the likelihood of the mixed effects model with normal random effects a. The
optimal A\ value is obtained as the maximum-likelihood or more frequently
as the restricted maximume-likelihood estimate of the inverse variance com-

ponent in such constructed mixed effects model. See, e.g., |Qaa_and_B_emmsk;z|
(IZOQﬂ) or [Kanermant! (IZODEH) for practical applications of this approach.

7.3 Inference based on the maximum likelihood pe-
nalized AFT model

With standard maximum-likelihood method the score vector (the first deriva-
tive of the log-likelihood) has a zero mean when its expectation is computed
under the true parameter vector. Under a mild regularity conditions, it is
then possible to prove that the MLE is an unbiased estimate. However, in-
troduction of the penalty term with A > 0 leads to the penalized score vector
(the first derivative of the penalized log-likelihood) having a mean different
from zero when its expectation is computed under the true parameter vector.
Consequently, the penalized MLE 0 is a biased estimator and its standard
errors may not be very informative when that bias is high. However, there
are two possibilities for drawing accurate inferences based on penalized MLE.

7.3.1 Pseudo-variance

Wahba (@) described a pseudo-Bayesian technique for generating confi-
dence bands around the cross-validated smoothing spline. [Q’Sullivan (IlQ_&‘j)
used this technique in the penalized ML framework and his approach can
be adopted also here. Basically, the penalized log-likelihood fp is viewed
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as a “posterior” log-density for the parameter 8 and the penalty term as
a “prior” negative log-density of that parameter. Then, the second order
Taylor series expansion of the “posterior” log-density around its mode 6 leads
to

) 1 PN .
(p(0) ~ (p(0) — (6 - 6)'H(O - 6).
Finally the Gaussian approximation gives “posterior” normal distribution for
0 with covariance matrix X
varp(9) = H™L. (7.11)

We call this estimate of the variance of the penalized MLE 6 the “pseudo-
variance estimate.”

7.3.2 Asymptotic variance

More formal inference is possible under the following assumptions. Firstly, we
assume independent noninformative censoring. Secondly, as the sample size
N increases, the knots (both number and positions) and the basis standard
deviation remain fixed. Let @7 be the true parameter value of 8, assuming it
exists. To get asymptotically unbiased estimates we have to either keep the
value of the smoothing parameter A constant as N — oo or let it increase
at a rate lower than N (i.e., A = Ay and limy_oo Axy/N = 0). Under
these conditions, the penalty part of the penalized log-likelihood reduces its
importance relative to the log-likelihood part as N — oo (i.e., as the sample
size IV increases, the smoothness of the fitted error distribution is determined
to greater extent by the data and to a lesser extent by the penalty). Then,
in combination with standard maximum likelihood arguments, for arbitrary
& > 0 the penalized MLE 0 satisfies PrgT(|9 — 07| < 5) — 1. Using the

same arguments as in m @), one can further show that v N (9 — HT)
is asymptotically normal with mean 0 and covariance matrix limpy_, oo (N W)
where the matrix W can be consistently estimated by

var,(0) = H ' H ™Y, (7.12)

which we call the “asymptotic variance estimate.” As pointed out by m
), the asymptotic distribution of € remains the same if the smoothing

parameters Ay are replaced by estimates satisfying AN /AN P,

7.3.3 The pseudo-variance versus the asymptotic variance

In various applications, the pseudo-variance estimate has been shown
to be useful. When smoothing a spline curve g(t), (@) showed
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it yielded pointwise confidence intervals §(t) + zy/varp{g(t)}, where z is
a quantile of the normal distribution, that have good frequentist coverage
properties. theJJ_aMan_Hm.mﬂmde (IJ_Q&ZI used it in the context of
penalized likelihood estimation in Cox regression; they called the square
roots of its diagonal elements “pseudo-standard errors.” Joly, Commenges,
and Letenneurm) exploited this technique to get confidence bands on the
hazard function smoothed using M-splines. In contrast, for the asymptotic
variance estimate ([LIZ) there is no guarantee that for finite samples its mid-
dle matrix I is positive semidefinite. Based on our experience, this problem is
not rare. Finally, according to our simulations the pseudo-variance estimate

(1) yields confidence intervals B+ Z\/@'P(B) for regression parameters
with better coverage properties than the corresponding confidence intervals
based on the asymptotic estimate ([Z12).

7.3.4 Remarks

We have assumed in this section that the true parameter vector @7 exists.
This does not have to be true. In particular, true a coefficients may fail to
exist when the true error distribution is not a mixture of the normal densities
determined by the choice of knots and the standard deviation og. However, if
the distance between two consecutive knots is small enough, we argue that the
penalized mixture of the normal densities can approximate every continuous
distribution sufficiently well, see &) orm , Sec.
6.47), that the assumption on the existence of the true parameter vector @p
is not restrictive at all. Loosely speaking, combining this with the asymptotic
arguments given in Section implies that by increasing the sample size,
the estimated coefficients a will yield an estimated density which is close to
the true error density.

7.4 Predictive survival and hazard curves and pre-
dictive densities

The penalized AFT model has actually a parametric nature given the weights
W_f,...,wg in ([C2) are known. This makes it easy to compute predictive
survival curves or predictive hazards or densities for a given combination of



7.5. SIMULATION STUDY 93

covariates, say Tpew and Z,e,. The predictive survival function is given by

S(t | Tnew, Znew) = (7.13)
K
log(t) —a— Bz
1- Z w](a)(b{ ()T(Z ) — Mg 08 :
=K new
The predictive density is computed by
p(t ’ Lnew; Znew) - (714)
K /
1 log(t) —a— B'x
{tT(Znew)} Z ’U)J(a) QD{ ( )T(z ) new s 0'8},
=K new

and finally the predictive hazard is obtained from the above quantities as

(t | Lnew, Znew)
(t | Lnew, Znew)

p
h(t | LTnews Znew) — S (715)
In practice, all unknown parameters are replaced by their penalized maximum-
likelihood estimates.

7.5 Simulation study

To see how the proposed method performs, we carried out a simulation study.
‘True’ uncensored data were generated according to model ([Il) with error
density ([LZ). Two covariates, i.e. x; = (x;1, 2;2) were included in the
model and the values of the parameters were the following: o« = 1.6, 7 = 1.4
and 8 = (—0.8, 0.4)". The covariate z; ; was binary taking a value of 1 with
probability 0.4 and covariate x;2 was generated according to the extreme
value distribution of a minimum, with location 8.5 and scale 1. The model
attempts to mimic an AFT model used for the dataset presented in Section [
with x;1 playing the role of the covariate lesion and x;9 being distributed
as logy(1 + CD4 count). Time to the event T is expressed in months. The
standardized error term " was generated from a standard normal distribution
N(0,1), from a standardized extreme value distribution, and from a mixture
of two normal distributions 0.4 NV(—1.4,0.8%) + 0.6 A/(0.93,0.8%). Samples of
sizes 50, 100, 300, and 600 were generated. Each simulation involved 100
replications.

For each uncensored dataset we created four censored datasets that were then
used to compute the estimates: a dataset with (1) approximately 20% right-
censored and 80% uncensored observations (light RC); (2) approximately 20%
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right and 80% interval-censored observations (light R+IC); (3) approximately
60% right and 40% uncensored observations (heavy RC); (4) approximately
60% right and 40% interval-censored observations (heavy R+IC). The censor-
ing was created by simulating consecutive ‘visit times’ for each subject in the
dataset. Times of the first ‘visits’ were drawn from N (7, 1) distribution. Fur-
ther, times between each consecutive ‘visits’ were simulated from A/(6, 0.5%).
This approach reflects the idea that subjects in our Oral Substudy were seen
for the first time about 7 months after the onset of the parent study and
then approximately every 6 months for several years. At each visit, subjects
were withdrawn (censored) according to a prespecified percentage (between
0.4% and 0.7% for light censoring and between 4.0% and 5.0% for heavy
censoring) creating right-censored observations provided that the uncensored
event time 7; was greater than the visit time at which the subject was with-
drawn. To obtain interval-censored observations, we took the ‘visit’ interval
that contained the uncensored event time T;.

For comparison, estimates for each dataset were computed using our smoothed
procedure and using two parametric models: an AFT model on the log scale
with a correctly specified error distribution (normal, extreme value or mixture
of normals, respectively) and a log-normal AFT model. For the smoothing
procedure, the third order penalty, equidistant knots with a distance of 0.3
between consecutive knots, and the basis standard deviation of 0.2 were used.

Selected results of the simulation are given in Appendix B, Section Bl
Namely, Tables [B] — [BX@ show the results for the regression parameters.
It is seen that, in most cases, our smoothed procedure performs better than
the incorrectly specified log-normal AFT model and often only but slightly
worse than the correctly specified parametric AF'T model. Additionally, when
our smoothing approach is used, the error distribution is reproduced rather
satisfactory as can be seen in Figures [Bl — This property is quite
important especially when the estimated model is to be used for prediction
purposes. Further, it is seen that even for small samples the performance of
our smoothing procedure is quite similar to the performance of a parametric
AFT model with a correctly specified error distribution.

7.6 Example: WIHS data — interval censoring

In Section [CA, we introduced the study comprising the cohort of seroposi-
tive women and the cohort of seronegative women with an increased risk of
HIV infection. In this section, we concentrate on the data set collected in
the framework of the Oral Substudy involving 224 seropositive AIDS-free (at
baseline) women. We explore how the distribution of the time between the
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Table 7.1: WIHS Data. Akaike’s information criterion, degrees of freedom,
the optimal log(A/N) for the fitted models.

Model AIC df  log(A/N)
(1) lesion —262.39 3.2 2
(2) Ivload —256.16 3.4 2
(3) led4 ~9256.94 3.4 2
(4) lesion + Ivload —255.63 4.4 2
(5) lesion + lcd4 —253.19 8.9 -7
(6) Ivload + lcd4 —253.45 84 —6
(7) lesion + Ivload + led4 —250.01 10.0 -7

baseline measurement and the onset of an AIDS-related illness can be ex-
plained using classical predictors which are the number of copies of the HIV
RNA virus and the count of CD4 T-cells per ml of blood. Additionally, we
examine whether presence of one of the three lesion markers, oral candidiasis,
hairy leukoplakia and angular cheilitis, is useful, possibly together with one
or both laboratory predictors, in describing the distribution of the residual
time to onset of AIDS.

For the purpose of modelling, the three lesion markers were summarized in
one binary covariate, lesion, equal to one if at least one of the above men-
tioned three lesion markers was present. Further, the laboratory predictors
entered the models in an transformed way, classically used in the HIV re-
search. Namely, the covariate Ivload is equal to log;o(1 + viral load) and the
covariate lcd4 equals logy(1 + CD4 count). All three covariates are moder-
ately to strongly associated with one another since, as AIDS progresses, viral
load increases, CD4 count falls, and oral lesions occur more frequently. In
our sample, for women with lesion = 0 and 1, respectively, the median lvload
was 3.60 and 4.23 (Mann-Whitney p-value, 0.001), There was also a moder-
ate negative correlation of —0.46 between lcd4 and Ivload. These associations
have to be taken into account when interpreting the results.

As a response, we used the time in months between the baseline visit, defined
as the first visit at which the lesion markers were collected by dental profes-
sionals, and the onset of an AIDS-related illness. As mentioned in Section
[C3 the response time is right-censored for 158 women and interval-censored
for 66 women with the average length of the observed interval equal to 7
months.
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7.6.1 Fitted models

To obtain the results shown below, we used a sequence of 41 equidistant
knots from —6 to 6 with a distance of 0.3 between each pair. The basis
standard deviation was 0.2 and the third order difference was used in the
penalty. Different models were compared using Akaike’s information criterion
and claims concerning the significance of the parameters were based on Wald’s
tests using the pseudo-variance estimate ([ZI1l). Summary of the fitted models
is shown in Tables [Tl and

If used alone (model (1)) the effect of lesion on the time to onset of AIDS is
statistically significant (p = 0.018) and the estimated time is exp(—0.87) ~
0.42 times shorter for women with lesion = 1 than women with lesion = 0.
According to the AIC values for models (2) and (3), the transformed CD4
count and viral load are equally good predictors of the time to onset of AIDS.
Addition of the lesion marker (models (4) and (5)) improves the model with
lcd4 considerably but improves the model with Ivload only slightly. Finally,
some additional improvement is gained by considering the model with all
three predictors (model (7)).

7.6.2 Predictive survival and hazard curves, predictive den-
sities

Figure [Tl shows predictive survival and hazard curves and predictive densi-
ties for women with lesion = 0 and lesion = 1 based on the simplest model
lesion and on the most complex model considered lesion + Ivload + lcd4. The
predictive survival curves based on the model lesion are further overlaid with
the nonparametric estimate of Murnbull M) in each group. The two es-
timates are quite close to each other, illustrating the semiparametric nature
of our approach. However, our procedure gives smooth estimates of the sur-
vival curves and moreover enables quantification of the difference in survival
between the two groups. Notice further that due to the fact that the hazard
is obtained as a ratio of the density and the survival function, which rela-
tively slowly varies from one, only a slight difference is observed between the
predictive density and the hazard.

Further, we point out that the predictive densities for models where lcd4
was not involved are very close to the log-normal density. This is not sur-
prising since the optimal tuning parameter A for these models was equal to
224 - exp(2), essentially a value of infinity in this practical situation and thus
implying that the fitted error distributions are close to the normal distribu-
tion, as discussed in Section On the other hand, models where lcd4 was
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Table 7.2: WIHS Data. Estimates of the regression parameters (standard
error; p-value) for the fitted models.

Model lesion logvload logcd4
(1) lesion —0.87
(0.37; 0.018)
(2) Ivload —0.76
(0.19; < 0.001)
(3) led4 0.44
(0.11; < 0.001)
(4) lesion + Ivload —0.62 —0.70
(0.36; 0.080) (0.19; < 0.001)
(5) lesion + lcd4 —0.78 0.39
(0.26; 0.003) (0.07; < 0.001)
(6) Ivload + lcd4 —0.39 0.38
(0.14; 0.004)  (0.06; < 0.001)
(7) lesion + Ivload + —0.60 —0.30 0.39
+ lcd4 (0.23; 0.008)  (0.11; 0.005)  (0.05; < 0.001)

used in combination with other covariates gave much lower optimal tuning
parameters A, implying also non-normal error densities. This is seen on the
right-hand side of Figure [[Jl The phenomenon could indicate presence of
a risk-group mixture in the data or absence of another important predictor.
Indeed, a factor that could play an important role is antiretroviral therapy,
which might have been used by some women in our sample. However, this
factor requires modelling time-dependent covariates, which cannot be done
with our model.

7.6.3 Conclusions

In conclusion, the time to AIDS onset in this study population is notably
shorter in women with oral lesions. Further, this marker improves the pre-
diction of that time based on any of the classical indicators (CD4 count and
viral load). When interpreting these findings, one must bear in mind that only
a limited number of WIHS women opted to participate in the Oral Substudy,
the source of the dental data. Thus they may differ in unknown ways from the
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Figure 7.1: WIHS Data. Predicted survival curves, hazard curves and densi-
ties for women with lesion = 1 (dotted-dashed line) vs. women with lesion = 0
(solid line) based on models lesion (left part) and lesion + Ivioad + lcd4 (right
part). Predictive curves for the latter model control for a median value of
lvload = 3.875 and a median value of lcd4 = 8.735. Predictive survival curves
for model lesion are further compared to the nonparametric estimate of Turn-
bullM) in each group.
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Table 7.3: Signal Tandmobiel® study. Description of fitted models.

Models with constant scale

gender x = (gender)

dmf x = (dmf)

gender + dmf x = (gender, dmf)’

gender x dmf x = (gender, dmf, gender x dmf)’

Mean-scale models

gender x dmf /scale(dmf) x = (gender, dmf, gender x dmf)’
z = (dmf)

gender x dmf/scale(gender x dmf) @ = (gender, dmf, gender x dmf)’
z = (gender, dmf, gender x dmf)’

overall set. Nonetheless, our findings are consistent with those of others who
have evaluated oral lesions as predictors of AIDS onset and they illustrate
use of our method in the area of AIDS research. Our method restricts us to
analysis of baseline covariates. Although this is a very widely applicable spe-
cial case, extension of the method to accommodate time-dependent covariates
would allow more complex relationships between outcomes and covariates.

7.7 Example: Signal Tandmobiel® study — interval-
censored data

In paediatric dentistry and orthodontics, adequate knowledge of timing and
patterns of tooth emergence is useful for diagnosis and treatment planning.
This motivates an example in this section where we fit the distribution of
emergence times of permanent maxillary right premolars (teeth 14 and 15 in
Figure [T)) based on the data from the Signal Tandmobiel® study introduced
in Section [Tl

It is anticipated, that the distribution of emergence times of a particular
tooth is different for boys and girls. See Figure Bl and Table Bl where
the emergence distributions for boys and girls are compared for tooth 44.
However, a similar phenomenon is observed also for other teeth, 14 and 15
included. For that reason, we used the covariate gender (0 for boys and 1 for
girls) in our models. Additionally, it was of dental interest to check whether
the distribution of the emergence time of a permanent tooth changes when
the primary predecessor of the permanent tooth experienced caries or not.
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Table 7.4: Signal Tandmobiel® study. Akaike’s information criteria for dif-
ferent models.

Model Tooth 14  Tooth 15
gender —5532.09 —4551.57
dmf —5538.03 —4549.93
gender + dmf —5494.51 —4526.85
gender x dmf —5491.47 —4522.76
gender x dmf /scale(dmf) —5468.61 —4506.66

gender x dmf /scale(gender x dmf) —5467.67 —4507.59

For this, we included a binarised dmf score pertaining to the predecessor as
a covariate, dmf = 1 if the primary predecessor of that permanent tooth was
recorded as decayed, or missing due to caries, or filled and 0 otherwise.

As response, for a particular child, we consider the age of emergence of a par-
ticular permanent tooth (14 or 15), recorded in years. Due to the design of
the study (annual planned examinations), the response variable is interval-
censored with intervals of length equal to approximately 1 year. It should
be stressed that in this section, the two teeth will be analyzed separately,
i.e. ignoring their possible correlation. In Section [[¥ we indicate how the
correlation between teeth can be incorporated in the analysis. For a better
fit, we shifted the time origin of the AFT model to 5 years of age which
is clinically minimal emergence time for the permanent teeth (see, e.g., Ek-
strand, Christiansen, and Christiansen, ). Namely, we replaced T; by
T; — 5 in the AFT model specification ([Il). Similarly as in Section [[H, we
used a sequence of 41 equidistant knots from —6 to 6 with a distance of 0.3
between each pair. The basis standard deviation was 0.2 and the third order
difference was used in the penalty.

7.7.1 Fitted models

We fitted four penalized AFT models with constant scale parameter and two
mean-scale penalized AFT models. The fitted models are described in Table
and AIC’s for these models are given in Table [L4l The model selection
was based on the AIC.

Firstly, the model with the interaction term gender * dmf seems to fit the
data best and the interaction term cannot be omitted. Secondly, the models
where the scale parameter 7 depends on covariates give a considerably better
fit. For tooth 15, only dmf included in the scale covariate vector leads to the
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Table 7.5: Signal Tandmobiel® study. Estimates (standard errors) for the
models gender * dmf/scale(dmf).

Parameter Tooth 14 Tooth 15

Q@ 1.7734 (0.0073) 1.9143 (0.0091)
B(gender) —0.0931 (0.0099) —0.0803 (0.0110)
B(dmf) —0.0990 (0.0116) —0.0773 (0.0125)
B(gender x dmf) 0.0401 (0.0166) 0.0473 (0.0172)
oGl —1.5613 (0.0219) —1.6121 (0.0351)
~(dmf) 0.2144 (0.0307) 0.2415 (0.0399)

best AIC. For tooth 14, the model with the scale depending only on dmf can
be improved by inclusion of gender and its interaction with dmf however the
improvement is minor. These findings lead us to conclude that the model that
describes satisfactory well the data while being kept as simple as possible is
the model gender * dmf/scale(dmf). The estimates for this model are given
in Table [CA It is seen that dmf = 1 accelerates the emergence for both
genders and also increases the variability of the emergence distribution.

7.7.2 Predictive emergence and hazard curves

For our data, predictive emergence curves (cumulative distribution func-
tions), which are prefered in this case to survival curves, based on the model
gender x dmf/scale(dmf) are shown in Figure and predictive hazards
in Figure Further, Figure [[2 shows also the non-parametric estimates of
Im ) computed separately for each combination of covariates. It
is seen that model-based emergence curves agree with the non-parametric es-
timates indicating the goodness-of-fit of our model. Further, the figures show
that the difference between children with dmf = 0 and dmf = 1 is higher
for boys than for girls and that the emergence process for boys is indeed
postponed compared to girls.

Non-decreasing predictive hazard curves reflect the nature of the problem at
hand. Indeed, it can be expected that, provided the tooth of a child has not
emerged yet, the probability that the tooth will emerge increases with age.
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Figure 7.2: Signal Tandmobiel® study. Predictive emergence curves: solid
lines for curves based on the model gender * dmf /scale(dmf) (on each plot: left
curve for dmf = 1, right curve for dmf = 0), dashed line for a non-parametric

estimate of Turnbull.
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the model gender * dmf/scale(dmf): solid line for dmf = 1, dotted-dashed

line for dmf = 0.
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Table 7.6: Signal Tandmobiel® study. Estimates (standard errors) for the
models gender, dmf and gender + dmf.

Parameter Model gender or dmf  Model gender + dmf

Tooth 14
B(gender)  —0.0740 (0.0080) —0.0766 (0.0081)
B(dmf) —0.0729 (0.0086) —0.0741 (0.0085)
Tooth 15
B(gender)  —0.0564 (0.0085) —0.0594 (0.0087)
B(dmf) —0.0613 (0.0089) —0.0628 (0.0090)

7.7.3 Comparison of emergence distributions between dif-
ferent groups

While the model gender * dmf /scale(dmf) gives a parsimonious description of
emergence distributions for different groups of children and serves as a solid
basis for prediction as was shown in the previous section, it is not suitable to
provide simple p-values for a comparison of emergence distributions between
e.g. boys and girls. Due to the fact that an interaction term gender % dmf
appeared to be significantly important, we could only provide a p-value for
a multiple comparison of the four groups (girls with dmf = 1 and 0 and boys
with dmf =1 and 0).

To simply compare two distributions, while averaging the effect of other co-
variates, the basic AFT model with a univariate covariate = (i.e. either the
model gender or the model dmf) can be used together with a significance test
for the group parameter. Additionally, it is possible to perform a test that
compares two groups while controling for additional confounding variables
(e.g. comparison of boys and girls while controling for dmf or vice versa). To
do that, we perform significance tests of 3 parameters in the model gender
+ dmf.

The estimates of regression parameters 3 together with their standard errors,
derived from the formula ([ZT1]), in mentioned models are given in Table [
The Wald tests of significance for each § parameter all yield p-values lower
than 0.0001, which confirm the findings obtained previously that there is
indeed a significant difference in emergence distributions of studied teeth
between boys and girls and also between the group of children with dmf = 0
and dmf = 1. The difference remains both marginally (irrespective of value
of dmf or irrespective of value of gender, respectively) and while controling
for the other covariate.
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The issue of the robustness of the AFT model against the omitted covariates,
discussed in Section B3 is further illustrated in Table [Z4l The effect of
gender remains almost unchanged in both models, gender and gender 4+ dmf,
and an analogous conclusion holds also for the effect of dmf.

7.7.4 Conclusions

It has been shown that the emergence process of teeth 14 and 15 is signifi-
cantly different between boys and girls and that the caries experience status
of a primary predecessor, expressed by the dmf score, has a significant effect
on the timing of emergence of permanent successors.

Predictive emergence curves have been drawn that can be used for diagnosis
and treatment planning in paediatric dentistry. Further, it was found that
the acceleration effect of caries experience on a primary predecessor on the
timing of emergence of its successor was stronger for boys than for girls.

7.8 Discussion

In this chapter, we have suggested a method useful for fitting the linear re-
gression model for independent censored observations while avoiding overly
restrictive parametric assumptions on the error distribution. Most classically,
the logarithmic transformation of the response leads to the well known AFT
model. However, other transformations of the response leading to its poten-
tial range covering the whole real line are also possible. The density of the
error distribution is specified in a semi-parametric way as a mixture of the
overspecified number of normal densities with fixed means — knots and given
common standard deviation. Mixture coefficients are estimated using the
penalized maximum-likelihood method. Such model specifications allow flex-
ibility with respect to the resulting error distribution yet retain tractability
such that data carrying censoring of several types, especially interval censor-
ing, can be handled naturally.

The method of this chapter could generally be extended to handle also mul-
tivariate survival data. Namely, the population averaged AFT model (see
Section BZ2) with a multivariate error distribution specified as a multivari-
ate penalized mixture (see Section B3A) could be used. Or alternatively,
the cluster specific AFT model (see Section BZ3) with an error distribution
given as a penalized mixture and random effects distribution specified either
parametrically or as a (multivariate) penalized mixture could be considered.
However, as outlined in Sections and B3, the computation and let alone
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optimization of the (penalized) likelihood is practically intractable. For this
reason, we switch to fully Bayesian approaches using the MCMC methodol-

ogy.



Chapter

Bayesian Normal Mixture
Cluster-Specific AFT Model

In this chapter we present a cluster-specific AFT model (see Section BZ3])
with a flexible error distribution. This model, introduced by Komarek and
Lesaffre (@), allows us to analyze also data sets where not necessary all
observations are independent. For example, we will be able to analyze jointly
several teeth from the Signal Tandmobiel® study, analyze the CGD data
where the times to recurrent infections are involved or to analyze the data
from the multicenter studies like EBCP data. The approach presented here
uses the classical normal mixture (see Section Gl) to express the error density
in the AFT model. For the random effects we use a parametric (multivari-
ate) normal distribution. The full Bayesian approach with the Markov chain
Monte Carlo methodology will be used for the inference.

In Section Bl we specify the cluster-specific AFT model and the distribu-
tional assumptions we use in this chapter. In Section B2, we specify the
model from the Bayesian perspective and derive the corresponding posterior
distribution. Details of the Markov chain Monte Carlo methodology to sam-
ple from the posterior distribution are given in Section In Section B4, we
show how the survival distributions for specific combinations of covariates can
be estimated. Further, in Section B, we give the estimates of the individual
random effects that could be used, for example, for the discrimination. The
performance of the method is evaluated using the simulation study in Section
The method is applied to the analysis of the interval-censored emergence
times of 8 permanent teeth in Section B, to the recurrent events analysis
in Section and to the analysis of the breast cancer multicenter study in
Section The chapter is finalized by the discussion in Section

107
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8.1 Model

Let T;;,i=1,...,N, [l =1,...,n; be the [th event time in the ith cluster or
the Ith recurrent event on the ith subject in the study. Let T;; be observed
as an interval Lth, tgjlj. Let logarithmic transformations of the event and
observed event times be Y;; = log(T;,), y¥, = log(tF), y¥, = log(tY}). We wil
assume that the random vectors T4, ... ,7TN7 where T; = (Ti,l;. T,
i=1,...,N are independent. However, the components of each T'; are not

necessarily independent.

To model the effect of covariates on the event time we use the cluster-specific

AFT model B), i.e.
log(T; ) =Yy =B'mi) + biziy + ey, i=1,...,N, l=1,...,n; (81)

where 8 = (1, ..., 3m) is the unknown regression coefficient vector, x;; the
covariate vector for fixed effects, b; = (b;1,...,biq)’, @ = 1,..., N are the
random effect vectors with the density g,(b) causing the possible correlation
for the components of Y; = (Y;1,...,Y;,,). Further, z; is the covariate
vector for random effects and ¢;; are independent and identically distributed
random variables with the density g.(¢). Along the lines of m

, Chapter 15) we use the terms ‘fixed’” and ‘random’ effects throughout
the thesis even in a Bayesian context where all unknown parameters are
treated as random quantities.

For recurrent events, usually z;; = 1 for all ¢ and [ and b; = b; 1 expresses
an individual-specific deviation from an overall mean log-event time which
is not explained by fixed effects covariates (see the analysis of CGD data
in Section BF). For clustered data, the vector z;; may define further sub-
clusters (as in the analysis of the Signal Tandmobiel® data in Section B
allowing for a higher dependence of observations within sub-clusters given by
common values of appropriate components of the vector b; while keeping the
dependence also across the sub-clusters through the correlation between the
components of b;. In multicenter clinical trials where the aim is to evaluate
an effect of some treatment (e.g. the EBCP data analyzed in Section B), the
vector z;; might be equal to (1,treatment;;)" allowing that both a baseline
value of the expected event time and a treatment effect can vary across centra.
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8.1.1 Distributional assumptions

The density g-(¢) of the error term ¢; ; in model [&IJ) is specified in a flexible
way as a classical normal mixture ([E3), i.e.

K
9:(e) =D wiely |y, 73), (82)
j=1

where K is the unknown number of mixture components and further, w =
(w1, ..., wk)" are unknown mixture weights, u = (p1, . . ., pr )’ unknown mix-

ture means and o = (0?,...,0%)" unknown mixture variances.

We have already mentioned in Section that a heteroscedastic mixture
[B3) leads to the likelihood which is unbounded if the parameter space for
variances is unconstrained. In a full Bayesian analysis, this difficulty is solved
by using an appropriate prior distribution for the variances which plays the
role of constraints. We discuss this issue in full detail in Section

For the random effects b;, we take a suitable parametric distribution, namely
the multivariate normal distribution, see Section for details. The fact
that we put more emphasis on a correct specification of the distribution of
the error term €, ; than on a specification of the distribution of random effects
b; is driven by the following reasoning.

For an AFT model, the regression parameters 3 express the effect of covari-
ates (x;;) both conditionally (given b;) and marginally (after integrating b;
out). Both interpretations do not change when different distributional as-
sumptions are made on b;. Further, with a correctly specified distribution of
€;, the conditional model is always correctly specified. However, when the
distribution of ¢;; is incorrect neither conditional nor marginal models are
specified correctly. Further, IKeJd.mg,_Andﬂsm,_and_K]mﬂ (IJ_M) showed that
for univariate (single-spell) Weibull AFT model the regression parameters are
robust against the misspecification of the random effects distribution. This
finding, also for non-Weibull models is further supported by the empirical re-
sults of [Lambert. et all (2004). Finally, [Verbeke and Lesaffrd (1997) showed,
in the context of normal linear mixed model with uncensored data, that the
maximum-likelihood estimates of the regression parameters are unaffected by
the misspecified random effects distribution.

Of course, in situations in which the variability of the random effects consid-
erably exceeds the variability of the error term it becomes more important
to specify correctly the distribution of the random effects rather than the
distribution of the error term. However, in all applications presented in this
chapter this is not the case.
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8.1.2 Likelihood

The likelihood contribution of the ith cluster can be derived from expressions

(D) and (ET). Namely,
g yzU,L , ,
e / {H %L 9e(yr = Bwir = biziy) dyl} gb(b;) db;. (8.3)
Ra

1=1"%1

It might be useful to stress again that due to multivariate integration in the
likelihood (B3)), it is rather cumbersome to use maximum-likelihood based
methods for the cluster-specific AFT model with interval-censored observa-
tions even with g.(¢) and gy(b) being parametrically specified. Mainly for
this reason, the full Bayesian approach will be exploited.

8.2 Bayesian hierarchical model

The Bayesian specification of the model continues by specification of the prior
distributions for all unknown parameters, denoted by 8. We assume a cluster-
specific AFT model &) with a hierarchical structure graphically represented
by a directed acyclic graph (DAG) given in Figure As explained in
Section B4l the joint prior distribution of @ is then given by the product of
the conditional distributions of the nodes pertaining to unobserved quantities
given their parents, namely

p(0) o
N [ n;
H [H{p(ti,l | B, bi, €i0) x pleig | s 02, 1iy) x p(rig | K, w)} X
i=1 Li=1
p(bi|v. D) | x (8.4)

p(p| K) x p(a®| K, n) x p(n) x plw|K) x p(K) x
p(B) x p(v) x p(D).

For clarity, we omitted all fixed hyperparameters and fixed covariates in the
expression ([B2). As the DAG indicates, the unknown parameters can be
split into two parts connected only through the node of the true event times.
The conditional distribution for this node is simply a Dirac (degenerated)
distribution driven by the AFT model &), i.e.

p(tir| B, by, €i1) = Ilog(tiy) = B'aiy + biziy + €14l
i=1,... N, I=1,....n,.



8.2. BAYESIAN HIERARCHICAL MODEL 111

In the subsequent sections, we explain all the multiplicands of expression (82
and also the meaning of the newly introduced parameters r;;, 7 = 1,..., N,
l=1,...,n4 v, D, and 7.

8.2.1 Prior specification of the error part

The prior conditional distributions pertaining to the error part of the model
are inspired by the work of [Richardson and Greer! (1997) (with some change
in notation) who studied Bayesian estimation of the normal mixtures in the
context of i.i.d. data. That is, they did not consider covariates or censoring.

To improve the computation of the posterior distribution, it is useful to as-
sume that ¢;;,7=1,...,N, [ =1,...,n; come from a heterogeneous popula-
tion consisting of groups 7 = 1,2,..., K of sizes proportional to the mixture
weights w; and introduce latent allocation variables ;; denoting the label of
the group from which each random error variable ¢;; is drawn. By this we are
introducing here the Bayesian implementation of the data augmentation al-
gorithm (see Section F3)). Together with distributional assumption (B2 this

Error part Regression part

&)
1©
2O,
©

\ / // -7 -7
\\ , / , _ // - -
A
- c
] - . <
ti censoring; j ™ Zﬁ
— —.T
L U
ti,l ti,l l I

Figure 8.1: Directed acyclic graph for the Bayesian normal mixture cluster-
specific AFT model.
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leads to the following conditional distributions appearing in the prior (84I):
Pr(ri; =j| K, w) = wj, jed{l,..., K},
p(Ei,l ‘ M, 027 ri,l) = (p(gi,l ’:u'ri’la 0-721171) i = 17 oo 7N7 I = 17 N7}
For the number of mixture components, K, we experimented with

1. a Poisson distribution with mean equal to a fixed hyper-parameter A
truncated at some prespecified (relatively large) value K4, and trun-
cated zero, i.e.

K N
PI‘(K = k?) :{ Z ?} H7 k= 17 -aKmaJ:a
j=1
2. a uniform distribution on {1,..., Kya.}, i-e.
1
Pr(K =k) = k=1,..., Kna-
r( ) Kmax’ b b max

The prior for the mixture weights w is taken to be a symmetric K-dimensional
Dirichlet with prior ‘sample size’ equal to K 4, i.e.

K

I'(K9) 5—
p(w| K) H wh
where 0 is a fixed hyperparameter.
Further, the mixture means p; and variances 0]2., 7 =1,...,K are a priori

all drawn independently with normal NV(&, k) and inverse-gamma 1G(¢, )
priors respectively, i.e.

’:h

K
p(p| K) =H (51 &, k), (8.5)
p(o? | K, n) =

| { —(¢+1) exp<_%> } (8.6)

where &, k and ( are fixed hyperparameters. As in Richardson_and Green

) we let the hyperparameter n follow a gamma distribution with fixed
shape parameter hqy and fixed rate parameter hso, i.e.

WS
- 1= —hon).
p(n) XK exp(—han)
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A rationale for this construction is given in Section BZ3

Since the error model is invariant to permutations of labels 7 = 1,..., K,
the joint prior distribution of a vector p is restricted to the set {p : p; <
-+ < pg} for identifiability reasons. see |Smnh§nd !lzm !!I! or Jasra, Holmes,
and Stephens M) for other approaches to establish identifiability. The
joint prior distribution of the mixture means and variances is thus K'! times
the products (BH) and (&), restricted to above mentioned set of increasing
means.

8.2.2 Prior specification of the regression part

The regression part of the model has the structure of a classical Bayesian
linear mixed model (see, e.g., IGelman_et_all, 2004, Chapter 5). Let X be

a (Zfil n;) X m matrix with vectors @ ..., @y, as rows. Similarly, let Z

be a (Zf\;l n;) X q matrix with vectors 2} 1,..., 2}, as rows. Further, we
will assume that the matrix (X,Z) is of full column rank (m + ¢). In other
words, covariates included in x;; are not included in z;; and vice versa.
This gives rise to hierarchical centering which in general results in a better
behavior of the MCMC algorithm (Gelfand, Sahu, and Carlirl, 1995). Finally,
since g-(g) does not have zero mean we do not allow a column of ones in the
matrix X to avoid identifiability problems.

The prior distribution for each regression coefficient 3;, j = 1,...,m is as-
sumed to be N (vg j, 13 ;), and the 3; are assumed to be a priori independent,
i.e.
m
p(B) =[] eB; | vs, ¥s)-

7j=1
The vectors vg = (vg1,...,Vm) and Y5 = (Yg1,-..,Ysm) are fixed hy-
perparameters.

As already mentioned in Section BTl the (prior) distribution for the random
effect vector b;, i = 1,..., N is assumed to be (multivariate) normal with
a prior mean « and a prior covariance matrix D, i.e.

p(bi | v D) = SD(I(bi | v D)’ (87)

where v = (71,...,7)"
The prior distribution for each v;, j = 1,...,q is N (vy,j,,,;), independently
for j=1,...,q,ie.

q
p(v) = [ e(i 1 Vs ¢y.)-

j=1



114 CHAPTER 8. BAYESIAN NORMAL MIXTURE CS AFT MODEL

The vectors vy = (Vy,1,- -+, Vyq) and ¥, = (51, .. ,94,4)" are fixed. Special
care is needed when the random intercept is included in the model (i.e. when
Z contains a column of ones, let say its first column). Hierarchical centering
cannot be applied in this case since the overall intercept is given by the mean
of the mixture ([8Z). For that reason, 7 is fixed to zero (or equivalently,
V%1 = 07 1/1%1 = 0)

The prior distribution for the covariance matrix D of random effects is as-
sumed to be an inverse-Wishart with fixed degrees of freedom df and a fixed
scale matrix S, i.e.

. q . —1
p(D) = {2’;‘1 1 Hr(d"w%)} X (8.8)

J=1

df +q+1

df _ 1 —1
IS|2 D]~ 2 exp{—i trace(SD )}

In the special case of a univariate random effect (¢ = 1), we use d instead
of D and s instead of S in the notation. Note that in that case, the inverse-
Wishart distribution is the same as the inverse-gamma distribution with the
shape parameter equal to df /2 and the scale parameter equal to s/2.

Further, in the situation of ¢ = 1, we considered alternatively (see Section B
also the use of a uniform prior for standard deviation of the random effect
which is often considered to be a better choice (see |G9Jm.anf_t_a.]_], 2004, pPp-
136, 390 or m, M), i.e. a priori

1
Vd)=—1I[0<d< 8.9
p(Vd) 7 [ s, (8.9)
for a large value of s. On the original variance scale the prior (B9) transforms
into 1
d) = 10 < d < s,
pd) = =10 <d <
which is formally a truncated inverse-gamma distribution with the shape
parameter equal to —1/2 and the scale parameter equal to zero.

8.2.3 Weak prior information

In this problem, we have opted for specifying weak prior information on the
parameters of interest. When a priori information is available, our prior
assumptions could be appropriately modified.

For the regression part of the model, we use non-informative, however proper
distributions, that is, the prior variances of regression parameters (5 (¢5)
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and -y (ww) are chosen such that the posterior variance of the regression
parameters is at least 100 times lower (which must be checked from the
results). Prior hyperparameters for the covariance matrix D giving a weak
prior information correspond to choices of df = ¢—1+cand S = diag(c,...,c)
with ¢ being a small positive number.

In the error part of the model, it is not possible to be fully non-informative,
i.e. to use priors p(u 0’| K) x 1 x ]_ K 572 and to obtain proper poste-
rior distributions M&maﬂ, ).

[Richardson and Greerl (1991) offer, in the context of i.i.d. observations, for
say eq,...,en, the following alternative: A rather flat prior N'(&, k) for each
; is achieved by letting £ equal to € = N -1 Zf\; 1 € and setting x equal to
a multiple of R?, where R = max(e;) —min(e;). They point out that it might
be restrictive to suppose that knowledge of the range or variability of the data
implies much about the size of each single 0']2 and therefore introduced an ad-
ditional hierarchical level by allowing 7 to follow a gamma distribution with
parameters h; and hg. They recommend taking ¢ > 1 > hj to express the be-
lief that the o2 are similar which is necessary to avoid a problem of unbounded
likelihood, without being informative about their absolute size. Finally, they
suggest setting the parameter hy to a small multiple of 1/R?. Here, the resid-
uals y; ;1 — Jci T — bgzi,l play the role of the observations e;. A rough estimate
of their location and scale can be obtained through a maximum-likelihood fit
of the AFT model, even without random effects (the scale of residuals can
only increase), with an explicitly included intercept and scale parameters in
the model. This can be done using standard software packages as R, SPLUS,
SAS. The estimated intercept from this model can then be used instead of &
and a multiple of the estimated scale parameter instead of R.

8.2.4 Posterior distribution

As we indicated in Section 4], the joint posterior distribution, p(@ | data), is
proportional to the product of all DAG conditional distributions, i.e.

N n;

p(6 | data) o< p(8) x HHp b, t¥) | iy, censoring, ), (8.10)
i=1[=1

where p(0) is given by (&4l and p(tiLJ, ti{l i1, censoring, ;) is discussed below.
A box called censoring;; in the DAG represents a realization of the random
variable(s) causing the censoring of the (i,1)th event time. Note, that under
the assumption of independent noninformative censoring (see Section EZ7)
there is no need to specify a measurement model for the censoring mechanism
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since it only acts as a multiplicative constant in the posterior. After omitting
subscripts 4, [ for clarity, the expression of p(tL, tv | t, censoring) is rather
obvious for most censoring mechanisms.

For example with interval censoring resulting from checking the survival sta-
tus at (random) times C' = {c, ..., cs4+1}, where ¢g = 0, cg41 = 0o we obtain
a Dirac density

p(tL = Cs, tv :Cs-i-l’ta C) :I{t S {c& CS+1J}7 s=0,...,5

With standard right-censoring driven by the (random) censoring time C' = ¢,
the following Dirac densities are obtained

ptt =tV =t|t,c)=1I[t <],
ptt =t,tY =oco|t, c) =I[t > d].

8.3 Markov chain Monte Carlo

Inference is based on a sample from the posterior distribution obtained using
the MCMC methodology (see Section EE). The parameters of the error part
of the model are updated using the combination of the reversible jump MCMC
algorithm of SEEEEOH gllﬁﬁa) and a conventional Gibbs algorithm (Geman and
Geman, ). For the remaining parameters of the model, each iteration of
the MCMC is conducted using the Gibbs sampler. Both the reversible jump

MCMC algorithm and the full conditional distributions needed to implement
the Gibbs sampler are discussed below.

8.3.1 Update of the error part of the model

Details on how to implement the update of the parameters of the error part
of the model are given in Richardson_and Greerl d]_&ﬂ) Their guidelines,
now based on residuals €;; = ;| — ,B/zci,l — bgzu, can be immediately applied.
We give only a brief summary and for details we refer therein.

Six move types are suggested by Richardson and Greer| (1997), namely

(i) Updating the mixture weights w while keeping K fixed,;

)
(ii) Updating the mixture means p and variances o while keeping K fixed;
(iii) Updating the allocation parameters r;;, i =1,...,N, 1 =1,...,n;

)

(iv) Updating the variance-hyperparameter 7;
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(v) Split-combine move, i.e. splitting one mixture component into two, or
combining two into one;

(vi) Birth-death move, i.e. the birth or death of an empty mixture compo-
nent.

In our context, due to the regression and the presence of censored data, we
add one more move type, i.e.

(vii) Updating the residuals ¢;;, i =1,...,N, l=1,...,n,.

Note that only move types (v) and (vi) change the dimension of the parameter
vector by changing K to K —1 or K+1 and are performed using the reversible
jump MCMC algorithm. The moves (i)—(iv) and the move (vii) are performed
by sampling from the full conditional distributions given below.

Full conditional for mixture weights w

The full conditional distribution for the mixture weights is Dirichlet with
parameters 6 + N;, j =1,..., K, ie.

K
'K .
- (Ké+n) 1—[w§+NJ 1

w — s
plev| [T, TG+ Ny) 1

j=1

where n = Zf\il n; is the total sample size and N;, j = 1,...,K is the
number of observations currently allocated in the jth mixture component,

ie.
N n;

Nj=> Y Iry=4, j=1,....K

i=1 [=1

Full conditional for mixture means

The full conditional for each mixture mean is normal with the mean and
variance

-2 -1
Uj z E“ + K f
(4,0):r3,=]
0]72 Nj+ k71
1
TSN —1’
o; Nj+k

var (g | ---)
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Note that due to the ordering constraint p; < --- < pg, the full conditional
only generates a proposal which is accepted provided it does not break this
ordering.

Full conditional for mixture variances

The full conditional for each mixture variance is an inverse gamma distribu-
tion N 1
2 J 2
o | e I-Gamma{C t5hntg (-Z)Z A(%l = 1) }
2, :T"L',l:]

Full conditional for the allocation variables

The full conditional for each allocation variable r;;, ¢ =1,..., N, =1,...,n;
is discrete with

2

: wj Eil — Iy .

Pr(?“z‘,l:ﬂ"')OC—]eXp{—i(Z 2]) }, jed{l,...,K}.
oj 20'j

Full conditional for the variance-hyperparameter

The full conditional for the variance hyperparameter 7 is a gamma distribu-

tion
K

77| e~ Gamma(h1 +KC, h2+20;2)'
j=1

Split-combine move

To perform the split-combine move, firstly a random choice is made whether
to try to perform the split or combine move, namely, given K, the probability

of attempting the split move is Wi?lit and the probability of attempting the

combine move is 52 — 1 — P Ohviously, P = 1 and ngjzx =0.
Otherwise we use W;?lit = ngmbi"e =05 K=2,..., Knar — 1.

When the combine move is attempted the new mixture with K — 1 compo-
nents is proposed as follows:

1. Choose at random a pair of mixture components (j1, j2) such that for
the current values of the mixture means holds

tj; < pj, and there is no other p; in the interval [, pj,];  (8.11)
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2. Propose a new mixture component by merging the jith and the joth
component. Label this new component by j*. Set the weight, mean and
variance of the new component such that its Oth, 1st and 2nd moments
are the same as those of the combination of the merged components,

ie.
Wjr = Wiy + Wi,
W i 4 Wen Lhs
,U'j* — ]1“]1 + J2IU'J27 (812)
W=
2 2 2 2
2 wjl(’ujl + Ujl) + wj2('uj2 + Uj2) 2
1Uj*
3. Propose new values for the allocation variables 7;;, i = 1,...,N, [ =
1,...,n; that were equal to j; or to js, i.e. set such allocation variables
equal to j*.

4. Accept the proposed mixture with K — 1 components with the proba-
bility
préombine — min{1, A;N(K — 1)},

accept

where the acceptance ratio As.(K — 1) is discussed below. If not ac-
cepted keep the current K-component mixture.

The split move must be reversible in the sense described in Greed (@) to
the combine move. Namely it consists of the following steps:

1. Choose at random a component j* which is proposed to be splitted;

2. Propose two new mixture components, labeled j; and j2. To keep
reversibility, set their weights, means and variances such that the equa-
tion (BTIZ). This can be done by sampling a three-dimensional auxiliary
random vector w = (u1, ug, uz) from some distribution with a density
pu(u) and setting

Wj, = Wj=u1, wj, = wj= (1 —uq),
w5 w;
— ) J2 = s . J1
Hjy = Pg= = U205=4 [ = Hjo = [j* + U205+ [ ==, (8.13)
Wiy Wiy
2 _ 2y 2 Wy~ 2 _ 2y 2 Wj*
05, = uz(l —u3)oj.——, 05, = (1 —uz)(1 —u3z)oj—
wj, wj,

Check whether the condition (BITl) holds. If not, reject directly the
split-proposal otherwise continue;
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3. Propose new values (either j; or ja) for these allocation variables r;,
i=1,....,N,l=1,...,n; that were equal to j7*. This is done randomly
with

W (200 — pjy)?
Praioc(rig = j1) oc =+ eXP{—%}
Oj 207,

L wy (510 — 13)*
Prooe(riy = ja2) o = eXP{—%}'
952 20j2

4. Accept the proposed mixture with K + 1 components with the proba-
bility '
prePlit min{1, A (K)},

accept

see below for the expression of the acceptance ratio A .(K). If not
accepted keep the current K-component mixture.

The acceptance ratio As.(K) has the following general structure:
As.(K) = [posterior ratio] x [proposal ratio](K) x [Jacobian].
The individual components of the above product have the following meaning.

p(67192 | data)
p(67" | data) ’

[posterior ratio] =

where the posterior density p(- |data) is given by &I0). Further, 7192 refers
to the parameter vector pertaining to the proposal in the case of the split
move and to the current values of parameters in the case of the combine move.
Similarly, 67 " refers to the current parameter vector in the case of the split
move and to the proposal in the case of the combine move. The proposal
ratio is given by

combine
TK+1

T
77;? thu(u) H Pralloc(ri,l)
(ivl): 7"L,l:j>k

[proposal ratio](K) =

Finally, the Jacobian refers to the transformation [BI3) from (wj«, p;+, o,

J
! 2 2\
Uy, U2, U3) to (wjla Wiy gy :u'j270-j17 Uj ) , 1.€.

wj= 03 05, (g, — fjy)

0]2* us (1 — u3) uz (1 — ug)

[Jacobian] =

What leaves to be discussed is the choice of the density p,(u) of the auxiliary
random vector u used to generate the proposal in the split move. Richardson
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and Green (@) suggest to generate uy, us and us independently from the
following beta distributions:

u1 ~ Beta(2, 2), ug ~ Beta(2, 2), us ~ Beta(1, 1).

Note that at each iteration of the MCMC a new auxiliary vector u is gen-
erated also independently on the previous iteration. Brooks, Giudici, and
Roberts M) showed that some improvement of the MCMC sampling can
be achieved by allowing (a) a correlation between the components of u; (b)
a serial correlation between the auxiliary vectors w generated at successive
iterations of the MCMC. In our practical applications (Sections B} and
R) we exploited their methodology as well.

Birth-death move

Similarly as in the split-combine move, it is randomly chosen whether the
birth or the death move will be attempted. If the current number of mixture
components is K, the birth move is attempted with the probability W%Tth and
the death move with the probability W}l(e“th =1- W%”h. Analogously to the
probabilities of the split and combine moves we use ﬂ?irth =1, W%ZZLZ =0
and W%”h = W%Tth =05 K=2,..., Knar — 1.

When the birth move is attempted the new mixture with K + 1 components
is proposed in the following steps:

1. Sample the weight, mean and the variance for the new component from
the following distributions:

wj ~ Beta(l, K),
pi ~ N, 5), (8.14)

o2

5« ~ I-Gamma((, n).

Note that the expectation of the new weight is equal to 1/(K + 1), i.e.
a reciprocal of the number of components in the proposed mixture;

2. In the proposed mixture, rescale the weights such that they, together
with the new weight w;+, sum to one, i.e. the weights of the proposed
mixture are wi, ..., wy,w;> with

w; = w;(1 — wjx), j=1...,K. (8.15)

3. Accept the proposed mixture with K 4+ 1 components with the proba-
bility A
prlirth =min{1, Ap(K)},

accept
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see below for the form of the acceptance ratio Apy(K). If not accepted,
keep the current K-component mixture.

When it is chosen to propose the death move, the new mixture with K — 1
components is proposed in the follwoing way

1. Check whether there are any empty mixture components, i.e. the com-
ponents for which N;j =", I[r;; = j] is equal to zero. If not the death
move is directly rejected;

2. Choose randomly an empty mixture component. Let j* be the label of
this component;

3. In the proposed (K —1)-component mixture, delete the j*th component
and rescale the remaining weights such that they sum to one, i.e. the
proposed mixture has the weights w;, j=1,...,K, j#j*

wj

W= =L K A

4. Accept the proposed mixture with K — 1 components with the proba-
bility
pydeath — min{l,Ab_dl(K - 1)},

accept

where the acceptance ratio Agdl (K —1) is given below. If not accepted
keep the current K-component mixture.

Analogous to the split-combine move, the acceptance ratio Apy(K) has the
general structure

Apa(K) = [posterior ratio] x [proposal ratio](K) x [Jacobian],

where

p(0T | data)

osterior ratio| = .
P ] p(0~ | data)

The vector 8" refers to the set of the parameters containing the proposed
mixture in the case of the birth move and the set of the current parameter
values in the case of the death move. Similarly, the vector 8~ refers to the
set of the current parameter values in the case of the birth move and to the
set of parameters contaning the proposed mixture in the case of the death
move. Further, the proposal ratio is given by

death
TR +1

pprop(wj*a Mg 0-]2‘*) 7

[proposal ratio](K) = i
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where pprop(wjs, fij, O'JQ-*) is the density of the proposal step given by ([&I4),
i.e.

2y
pprop(wj*7 Mg, Uj*) -

(0 (V) ol L6 m)  { g (@37 exn(- ) |

Finally, the Jacobian refers to the transformation ([&IH), i.e.

[Jacobian] = (1 — w;«)*

Updating the residuals

The update of the residuals ¢;;, ¢ =1,...,N, [ =1,...,n; is fully determin-
istic provided the (i,l)th residual correspond to an uncensored observation
tig = tle = tzUl' In such case, the update of ¢;; consists of using the AFT
expressfon ([8:[]) with the current values of the parameters, i.e. the updated
gi1 1s equal to log(t;;) — B'ai; — blz;.

When the residual ¢;; corresponds to the censored observation with an ob-
served interval {tﬁl, t?lj its update consists of sampling from the full condi-
tional distribution of €; ; which appears to be a truncated normal distribution,

namely N(/‘n,za J?i ,) truncated on Llog(tfl)—ﬁ'mu—b;zi’l, log(tgl)—ﬁ’a;u_
b;ZuJ .

8.3.2 Update of the regression part of the model

The regression part of the model is updated by sampling from the full con-
ditional distribution of each parameter or a set of parameters.

Full conditional for the fixed effects 3

Let B(s)y be an arbitrary sub-vector of vector 8, and x; ;(s) the corresponding
sub-vectors of covariate vectors x;;, and further let x;;_g) be their com-
plementary sub-vectors. Similarly, let further vgg) and 45 be appro-
priate sub-vectors of hyperparameters vz and 13, respectively. Finally, let

U5y = diag(9(s)). Then

By | -+~ N(E(B(S)\ o), var(Bg) | "')),



124 CHAPTER 8. BAYESIAN NORMAL MIXTURE CS AFT MODEL

with
EB) | -++) =var(Bg) | )%

i Vﬁ<s+ZZw” it}

i=1 [=1
—1
i=1 [=1

F
where 61(71()5) = log(tiy) — Hory g — IBI(_S)xi,l(f.S) - b;'zi,l-

Full conditional for the means of random effects ~

There is no loss of generality to assume that v = (y ’( 5y ’( ))’ Further, let
bi(s), bi(—s), V~(5): ¥(s) the corresponding sub-vectors or complementary
sub-vectors of indicated quantities and W, ) = dlag('l,bv(s ). Furthermore,
let the inversion of the matrix D be decomposed in the following way

D1 — ( Vis) V(&S))
VI(&—S) Vies)

Yy | o~ N(E(’Y(S) | o), var(yg) | "')>7

then

E(vy | -+) =var(yg | -+) %
N N

-1
{\I’y(s)’/w(b’) + V(s Z biis) + V(s,—s) Z(bi(—S) —Y(-s)) },
i=1 =1
—1
var(ys) | ) = (U5 + N Vi)
Full conditional for the random effects b,

For the random effects vectors b; :

bi!---~N<E(bi\---),Var(bil---)), i=1,....N,
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with
E(bl | ) zvar(bi | )X
U
[D_lfy + Z 0,2 zia{log(tit) — pr,, — Blwi,l}] ;
=1

n; 1
var(b; | ---) = (]D*l + ZJTZ,%ZNZ;J)
=1

Full conditional for the covariance matrix of random effects D

Finally, D | --- is an inverse-Wishart distribution with degrees of freedom
equal to df + N and a scale matrix equal to

N

S+ > (b — ) (b — )"

i=1

8.4 Bayesian estimates of the survival distribution

Simple posterior median or mean are suitable overall estimates for the com-
ponents of the parameter vector 8. To characterize a survival distribution
underlying the data we also need an estimate for the survival and hazard func-
tion or for the survival density or the density of the error term in the AFT
model. All these quantities are functions with an expression that depends on
the parameter vector 8. In the Bayesian statistics they are estimated by the
mean of (posterior) predictive quantities to be discussed in this section.

8.4.1 Predictive survival and hazard curves and predictive
survival densities

For a specific value of covariates, say e, and 2., the predictive survival
function is given by

S(t| data, Tnew, Znew) = /S(t | 0, data, Tpew, Znew) p(0 | data) d@

for any ¢ > 0. Further, once the parameter vector € is known the data do
not bring any additional information and hence

S(t ‘ 07 data7 Lnew Znew) - S(t ’ 07 Lnew, znew)-
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Additionally, analogously to Section [ the quantity S(¢| 6, Tpew, Znew) 18
expressed using the model parameters as

K

S(t]8, Tew, Znew) =1 =Y w;@{log(t) = B'Tnew — b 2Znew | 11,07 }. (8.16)
j=1

The MCMC estimate of the predictive survival function is then given, using

the expression ([EI3)):
| M
S(t| data, Tnew, Znew) = i Z S0 Epew, Znew), (8.17)
m=1

where 8™ m = 1,..., M is the MCMC sample from the posterior (predic-
tive) distribution. All components of 0™ are directly available except b™).
These must be additionally sampled from Nq(’y(m), D).

Analogously, predictive hazard curves and predictive survival densities are
obtained using the relationship

K

P(t]0, Tew, Znew) =t Y wip{log(t) = B'Tnew — b'znew | 15,07} (8.18)
j=1

for the survival density and the relationship

(t ’ 07 Lnew: Znew)
(t | ea Lnew Znew)

h(t | 9, Tnew Znew) — g (819)

for the hazard.

8.4.2 Predictive error densities

Averaging the error density ([BZ) across the MCMC run, conditionally on
fixed values of K, gives a Bayesian predictive error density estimate of the
mixture with K components, i.e. an estimate of

E{g-(e) | K, data} = / g:-(e)p(0 | K, data) df, e € R, (8.20)
Ok

where the domain of integration, O, is the subset of the overall parameter
space pertaining to mixtures with a fixed number K of the mixture compo-
nents.

Averaging further across values of K gives an estimate of

E{yg-(e) { data} = /ge(e)p(e | data) d@, e € R, (8.21)

the overall Bayesian predictive density estimate of the error distribution.
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8.5 Bayesian estimates of the individual random
effects

In some situations, for example when discrimination between clusters is of
interest, an estimate of the individual random effects must be provided. In
the Bayesian statistics, their estimates are given by some characteristic of the
posterior distribution, for instance by the posterior mean E(b; |data). The
precision of the estimate can be evaluated using the credible interval.

When using the MCMC to draw the sample from the posterior distribution,
we estimate each individual random effect vector b; by the average of the

sampled values, i.e.
M
bi=— 3 b{™
7 M i
m=1

where M is the number of MCMC iterations and bl(-m) the value of b; sampled
at the mth iteration. The credible interval is obtained by taking sample
quantiles from the MCMC sample.

8.6 Simulation study

A simulation study was carried out to explore the performance of the pro-
posed method. The setting mimics a study with clustered data where a con-
tinuous covariate as well as a dichotomous covariate might influence the dis-
tribution of the event time. At the same time there might be an overall
heterogeneity between clusters present as well as a possible interaction be-
tween the cluster effect and the effect of the dichotomous covariate. The
factual setting used to generate the ‘true’ data was motivated by the results
of the WIHS analysis presented in Section [Gl

Namely, ‘true’ uncensored data were generated according to the model
log(Tu) =15+ ﬂxu + bi,l + bl'72 Zi1 + €l i=1,....,N, I =1,...,n,,
where

B =04, (bi1s bi2) ~N2((0,7)', D),
y=-08,  var(hi1) =0.5% var(b; o) = 0.12,
COIT(bZ'J, b@g) =0.4.

The covariate x;; was generated according to the extreme-value distribution
of a minimum, with location equal to 8.5 and scale equal to 1 inspired more
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or less by the logy(1 + CD4 count) covariate in the WIHS data set. The
covariate z;; was binary taking a value of 1 with probability equal to 0.4.
The error term ¢;; was generated from a standard normal distribution, from
a Cauchy distribution, from a Student t5 distribution, from a standardized
extreme value distribution, and from a normal mixture 0.4N7 (—2.000, 0.25)+
0.6 N1(1.333, 0.36), respectively. Two sample sizes were considered: (1) N =
50, n; = 5 for all 7 (small sample size) and (2) N = 100, n; = 10 for all ¢
(large sample size). Each simulation involved 100 replications.

All event times were interval-censored by simulating 120 consecutive ‘as-
sessment times’ for each ‘patient’ in the dataset (the first assessment time
was drawn from N (7, 1), times between each consecutive assessments from
N(6,0.25)). At each assessment, between 0.2% and 0.6% randomly selected
patients were withdrawn from the study resulting in approximately 15% of
right-censored observations. For each dataset, the estimates were computed
using the Bayesian normal mixture cluster-specific AFT model, using the
Bayesian cluster-specific model with a normal error and using the maximum-
likelihood AFT model with a normal error and ignoring the random effects
structure.

Appendix B Section gives selected results of the simulation. Average
estimates of the regression parameters, their standard and mean squared
errors are given in Tables [B7] and [BE8 The results related to the covariance
matrix D of the random effects are given in Tables —[BIIl It is seen
that, in most cases, the Bayesian mixture approach performs better than
the incorrectly specified models. A large difference in favour of the Bayesian
mixture model is seen in the case of a normal mixture or Cauchy for the error
distribution.

Additionally, when the Bayesian mixture approach is used, also the error
distribution and consequently also the hazard or survival functions are repro-
duced closely which is not always the case when the Bayesian normal model

is used. See Figures [B4 -

8.7 Example: Signal Tandmobiel® study — clus-
tered interval-censored data

In Section [ we analyzed separately the emergence times of teeth 14 and
15. In this section, we extend this analysis by inclusion of all permanent pre-
molars, i.e. teeth 14, 15, 24, 25, 34, 35, 44, 45 in Figure [LT] and additionally,
all eight teeth will be analyzed jointly. This allows not only to answer the
question what the impact of different covariates on the emergence time is but
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also the question concerning the relationship between the emergence times of
different teeth. A random sample of 500 boys and 500 girls will be used for
the inference.

The response variable T;;, i = 1,...,1000, [ = 1,...,8, refers to the age of
emergence of the [th permanent premolar of the ith child. As indicated in
Sections [Tl and [Z7 the response variable is interval-censored with intervals
of length equal to approximately 1 year. For reasons stated in Section [0 we
shifted the time origin of the AFT model to 5 years of age, i.e. by replacing
T;; by T;; — 5 in the model &I)).

Further, |Ler_Q;LeLa.]J (IZO_Q3H) have shown that there is horizontal symmetry
with respect to emergence, i.e. the same emergence distribution can be as-
sumed at horizontally symmetric positions (e.g., for teeth 14 and 24). In
model (&), this leads to the random effect vector

! . !
b; = (bin,...,bia)" with z;; = (1, man4;;, max5;;, man5;;)’,

where man4;;, maxb; ;, man5; ;, respectively are dummies for the mandibular
first premolars (teeth 34, 44), maxillary second premolars (teeth 15, 25) and
mandibular second premolars (teeth 35, 45), respectively. With this model
specification, apart of the random variation given by the error term ¢;;, the
terms

i,maxd — bl,l’ i,mand — b%l + b272’

* *
imazs = 0i1 +0i3, Ui ans = bin +bia

determine how the log-emergence time of a pair of horizontally symmetric
teeth of a single child differ from the population average. As fixed effects
we used gender = girl, dmf, interaction between gender and dmf, and all
two-way interaction terms between gender, dmf and dummies for the pairs of
horizontal symmetric teeth, i.e.

x;; = (gender;, dmf; ;, gender; * dmf; ;,
gender; x man4, ;, gender; * maxb; ;, gender; * man5; ,

dmf;; * man4; ;, dmf;; x max5;;, dmf;; * man5;;)".

See Section [ for the definition of the covariate dmf.

For the inference we sampled two chains, each of length 20 000 with 1:3 thin-
ning which took about 27 hours on a Pentium 1V 2 GHz PC with 512 MB
RAM. The first 1500 iterations of each chain were discarded. Convergence

was evaluated by the method of IGelman and Rubin (1999).
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Table 8.1: Signal Tandmobiel® study. Posterior medians, 95% equal-tail
credible intervals for the effect of different covariates and error variance.

Posterior Posterior
Effect median 95% CI median 95% CI
Maxilla 4 Maxilla 5
intercept 1.7566  (1.7338, 1.7822) 1.9001  (1.8729, 1.9283)
gender —0.0680 (—0.1003, —0.0368) —0.0504 (—0.0844, —0.0163)
dmf —0.0457 (—0.0631, —0.0284) —0.0317 (—0.0500, —0.0135)
Mandible 4 Mandible 5
intercept 1.7242  (1.7019, 1.7484) 1.9060  (1.8805, 1.9323)
gender —0.0668 (—0.0972, —0.0375) —0.0654 (—0.0965, —0.0323)
dmf —0.0201 (—0.0378, —0.0032) —0.0090 (—0.0283, 0.0098)
Effect Posterior median 95% CI
All teeth
gender x dmf 0.0105 (—0.0073, 0.0279)
log(scale) log(o) —2.2580 (—2.3111, —2.1721)
error scale o 0.1046  (0.0992, 0.1139)

8.7.1 Prior distribution

The initial maximume-likelihood AFT model, for each tooth separately, with
a normal error distribution and without random effects estimated the inter-
cept as 1.8 and scale as 0.25. According to the suggestions of Section
we used the following values of hyperparameters: ¢ = 1.8, k = (3 - 0.25)2,
(=2,h; =02, ho =0.1, 6 = 1. For the number of mixture components, K,
a truncated Poisson prior with A = 5 reflecting our prior belief that the error
distribution is skewed and K4, = 30 was used. All § and v parameters were
assigned a spread N (0, 100) prior. For the covariance matrix D of random
effects we used an inverse Wishart prior with df = 4. Though, due to the
fact that 1000 clusters are involved in the data set, even a higher value could
be used with a negligible impact on results. Prior scale matrix S was equal
to diag(0.002) (corresponding to inverse-gamma(df,0.001) in the univariate
case).
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Table 8.2: Signal Tandmobiel® study. Posterior medians, 95% equal-tail
credible intervals and Bayesian two-sided p-values for the effect of dmf > 0
for the two genders and different teeth.

Tooth Gender Post. median 95% CI p-value
Maxilla 4 Girl —0.0352 (—0.0522, —0.0185) < 0.001
Boy —0.0457 (—0.0631, —0.0284) < 0.001
Maxilla 5 Girl —0.0212 (—0.0390, —0.0035) 0.019
Boy —0.0317 (—0.0500, —0.0135) < 0.001
Mandible 4 Girl —0.0098 (—0.0267, 0.0070) 0.255
Boy —0.0201 (—0.0378, —0.0032) 0.021
Mandible 5  Girl 0.0015 (—0.0162, 0.0193) 0.870
Boy —0.0090 (—0.0283, 0.0098) 0.353

8.7.2 Results for the regression and error parameters

The effect of different covariates on the emergence, separately for each tooth is
given in TableBl The results in Table Bl were obtained as MCMC summary
for proper combinations of model parameters. For example, the intercept
effect for the maxillary teeth 4 equals the error mean o = Z]K:1 wjp;. For the
maxillary teeth 5, the intercept effect equals a+~(max5) where y(max5) is the
mean of the random effect b; 3. The intercept effects for the remainig teeth are
defined in an analogous manner. The effect of gender in Table is defined
as (}(gender) for the maxillary teeth 4, 5(gender) + [(gender * max5) for the
maxillary teeth 5 and analogously for the remaining teeth. Finally, the effect
of dmf is given by (dmf) for the maxillary teeth 4, by 5(dmf)+ 5(dmfxmax5)
for the maxillary teeth 5 and analogously for remaining teeth. The error scale
refers to the summary for the standard deviation o of the error distribution,

ie. 0= \/Z]K:1 wj(,u§ + sz) — 2. The row labeled as log(scale) refers to
the summary for log(o).

Most of the quantities in Table are comparable to the results of the
earlier analysis (see Section [[7]) given in Table Remember however that
in Section [[77] we analyzed separately only one maxillary tooth 4 (14) and one
maxillary tooth 5 (15). Furthermore, in contrast to the recent analysis we
allowed the dependence of the error variance on the covariates in Section [

In this analysis, the main interest lies in the effect of dmf on emergence. This

can be evaluated from Table that shows posterior summary statistics for
the effect of dmf (appropriate linear combinations of 5 parameters) for boys
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Table 8.3: Signal Tandmobiel® study. Posterior medians, 95% equal-tail
credible intervals for variances and correlations between tooth-specific linear
combinations of random effects.

Parameter Posterior median 95% CI

sd (b} 1aza) 0.204 (0.192, 0.218)
sA(b ams) 0.198 (0.186, 0.211)
sA(b as) 0.205 (0.190, 0.221)
SA(b] ans) 0.202 (0.187, 0.218)
cort (b gr b 1) 0.887 (0.856, 0.914)
ot (b, 4, b rums) 0.914 (0.887, 0.938)
corr(b, gy %) 0.842 (0.804, 0.874)
cort(bl,ands aws) 0.793 (0.749, 0.832)
orr(b g berams) 0.895 (0.864, 0.923)
cort(b%, s, b rums) 0.847 (0.810, 0.880)

and girls and the four pairs of horizontally symmetric teeth. It is seen that
caries on the primary predecessor accelerates significantly the emergence of
the permanent successor in the case of maxillary teeth. For the mandibular
teeth, a slight effect is observed only for the first premolar on boys. Addi-
tionally, besides the effect of dmf the emergence process for girls is ahead of
boys.

8.7.3 Inter-teeth relationship

Further, Table B3l shows posterior summary statistics for standard deviations
and correlations of above defined tooth-specific linear combinations b} mazd>
b;‘ mand b: mazs> b;‘,ma% of random effects b; 1,...,b; 4. It shows how the child
effect is important and how the different teeth in one mouth are strongly
correlated. The posterior medians of all standard deviations in Table
are all about 0.2 which is approximately two times higher than the posterior
median of the standard deviation of the error distribution which was equal
to 0.1. Posterior medians of all correlation parameters lie between 0.79 and

0.91.

8.7.4 Predictive emergence and hazard curves

Predictive emergence curves (predictive cumulative distribution functions)
computed using an approach described in Section BZT] are shown in Fig-
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Figure 8.2: Signal Tandmobiel® study. Posterior predictive emergence
curves. Solid line: dmf = 1, dotted-dashed line: dmf = 0.
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Figure 8.4: Signal Tandmobiel® study. Posterior predictive error density.
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ure In agreement with the results discussed in Section almost
negligible difference is observed between the predictive emergence curves for
dmf > 0 and dmf = 0 for mandibular teeth. The same is true for the pre-
dictive hazard functions of emergence shown in Figure B3 As expected (see
Section for the reasons why) the predictive hazard functions are all
increasing.

8.7.5 Predictive error density

In our sample, the number of mixture components K ranged from 2 to 24
while mixtures with K € {6, 7,8} occupied each more than 10% of the sample,
with the highest frequency for K = 7 (11.2%). Mixtures with K > 17 took
each less than 1.5% of the sample. Apparently, the model did not suffer from
the technical restriction given by K4 = 30.

Figure further shows both the overall estimate of the predictive error
density (BZI)) and the conditional (given K) estimate of the predictive error
density (B20). It is seen that the mixtures with the most frequent numbers
of components are all almost the same.

8.7.6 Conclusions

This section showed an analysis of clustered data where moreover closer de-
pendence between some observations within the cluster could be assumed.
Since in Section [C7] we have shown on the similar analysis of the same data
set that the error variance might depend on covariates the model presented
in this section might be improved if we allow to depend the variances of
the mixture components determining the error distribution on covariates as
well. However, in the current mixture setting such extension is not trivial
and requires further research.

8.8 Example: CGD data — recurrent events analy-
sis

The chronic granulomatous disease (CGD) trial has been introduced in Sec-
tion The response variable T;; is a time to the {th (recurrent) infection
on the ith patient, ¢ = 1,...,128, I =1,...,n;, 1 <n; < 8. So that a patient
represents a cluster and the infection times the individual observations.

The problem of recurrent events in this data set was discussed by several au-

thors in the literature. Among others, [Thernean and Hamilton (IJ_Q_ﬂ) used
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Figure 8.5: CGD data. Scaled histograms of sampled standard deviations of
the random effect b; for different prior distributions.
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the CGD data to illustrate several approaches for recurrent event analysis
based on the Cox’s PH model. [Vaida_and Xu (2000) used this dataset to il-
lustrate the PH model with random effects. They specify the hazard function
for the (i,1)th event as

h(t| @i, zig, b)) = ho(t) exp(B'xiy + biziy),

where hg is a baseline hazard function, B regression parameters vector for
‘fixed’ effects, x a covariate vector of ‘fixed’ effects, b; a random effect vector
and z;; corresponding covariates, see also Section EZJl They use a normal
distribution for b;.

In this section we present an analysis of the CGD data using the Bayesian CS
normal mixture AFT model that could be considered as an AFT counterpart

of the random effects PH model of [Vaida_and Xu (IZOD_d) In the model

formula &) a univariate random effect b; is used with z;; = 1. As fixed

effects covariates we used the same covariates as Vaida and Xif (IZOQ_d), namely
the x;; vector equals

x;; = (trtmt;, inher;, age;, cortic;, prophy;, gender;,
hcatUSother;, hcatEUAmster;, hcatEUother;)’,

where trtmt equals 1 for the gamma inferon group and equals 0 for the placebo
group, inher equals 1 for patients with the autosomal recessive and equals 0
for patients with X-linked pattern of inheritance, age is the age of the patient
in years, cortic equals 1 if the corticosteroids are used and equals 0 otherwise,
prophy equals 1 if the prophylactic antibiotics are used and equals 0 otherwise,
gender equals to 1 for females and equals 0 for males and finally hcatUSother,
hcatEUAmster, and hcatEUother are dummies for the hospital categories US—
other, EU-Amsterdam, and EU-other, respectively.

For the inference we sampled two chains, each of length 60 000 with 1:6 thin-
ning which took about 5 minutes on a Pentium IV 2 GHz PC with 512 MB
RAM. The first 30000 iterations of each chain were discarded. The conver-
gence was evaluated by a critical examination of the trace and autocorrelation

plots and using the method of IGelman and Rubirl (1997).

8.8.1 Prior distribution

The initial maximum-likelihood AFT model with a normal error distribution
and without random effects gave an estimate of the intercept equal to 3.66
and a scale equal to 1.69. Along the suggestions made in Section B23 we
used the following values of hyperparameters: ¢ = 3.66, x = 25 ~ (3 - 1.69)2,
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(=2,h; =02, ho =0.1, 6 = 1. For the number of mixture components, K,
a truncated Poisson prior with A = 5 reflecting our prior belief that the error
distribution is skewed and K4, = 30 was used. Prior means of all regression
parameters were equal to 0 and their prior variances to 1 000.

For the variance d of the random effect we tried either an inverse-gamma I-
Gamma(0.001, 0.001) prior (df = 0.002, s = 0.002 in the terms of the inverse-
Wishart distribution) or a uniform Unif(0, /s) prior on v/d with /5 = 100,
50, 10. As discussed in Gelman (m, Sections 2.2 and 4.3), with the I-
Gammal(e, €) prior the inference might become very sensitive to the choices
of €. This is not the case of the uniform distribution on v/d where the choice of
the range of the uniform distribution has practically no impact on the results
(provided the upper limit of the uniform distribution is not chosen too small).
In Figure B, we show scaled histograms of sampled values of v/d for above
mentioned prior distributions. It is seen that the inverse-gamma prior leads
to a high posterior probability mass close to zero. The phenomenon driven by
the prior distribution which has a peak close to zero. On the other hand, with
the uniform prior on v/d, the posterior distribution is clearly separated from
zero with the region of the support obviously driven by the data. Moreover,
in agreement with the findings of (Im), the posterior distribution
is practically the same irrespective the choice of the range of the uniform
prior. The results presented below will be based on Unif(0, 100) prior on Vd
(practically the same results were obtained also with the remaining uniform
priors on \/E)

8.8.2 Effect of covariates on the time to infection

Table shows posterior summary statistics for the effect of the included
covariates on the distribution of the time to infection. Reported Bayesian
p-value is simultaneous in the case of the covariate hospital category. It is
seen that the effect of gamma interferon is highly significant increasing the
time to the infection by the factor of exp(1.273) = 3.57. The effect of the
pattern of inheritance is slightly not-significant on a conventional 5% level.
On the other hand, the increase of age by 1 year increases significantly the
infection free time by the factor of exp(0.047) = 1.05. Further, the use of
corticosteroids should be avoided as it decreases significantly the infection
free time by the factor of exp(—2.767) = 0.06 whereas the use of prophy-
lactic antibiotics increases significantly the infection free time by the factor
of exp(1.191) = 3.29. The infection free time is further significantly higher
for females, being exp(1.476) = 4.38 times higher than in the case of males.
Finally, the effect of the hospital category is slightly not significant however
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Table 8.4: CGD data. Posterior medians, 95% equal-tail credible intervals
and Bayesian two-sided (simultaneous) p-values for the effect of covariates.

Posterior

Parameter median 95% CI
Treatment group p=0.001

gamma interferon 1.273  (0.437, 2.195)
Pattern of inheritance p = 0.067

autosomal recessive —0.914 (—1.829, 0.071)
Age p=0.022

0.047  (0.007, 0.092)

Use of corticosteroids p=0.038

yes —2.767 (—5.727, —0.161)
Use of prophylactic antibiotics p=0.023

yes 1.191  (0.150, 2.330)
Gender p = 0.042

female 1.476  (0.050, 3.111)
Hospital category p =0.065

US - other 0.461 (—0.481, 1.451)

Europe — Amsterdam 1.729  (0.183, 3.377)

Europe — other 1.268  (0.017, 2.637)

Table 8.5: CGD data. Posterior medians and 95% equal-tail credible inter-
vals for the moments of the error distribution and standard deviation of the

random effects.

Posterior

Parameter

median

95% CI

Moments of the error distribution

Intercept o
Error scale o

4.088
2.495

(2.532, 5.527)
(1.399, 4.083)

Standard deviation of the random effects

Sd(bz)

0.748

(0.183, 1.395)
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Figure 8.6: CGD data. Predictive survival (upper panel) and hazard (lower
panel) curves for males and females taking either treatment or placebo. Re-
maining covariates were fixed either to the mean value (age = 14.6) or to
the most common value (X-linked pattern of inheritance, no use of corti-
costeroids, use of prophylactic corticosteroids, and a hospital category US-
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the posterior median suggests the best results are obtained in the hospitals
of category Furope — Amsterdam whereas the worst results in the hospital
category US — NIH.

Although the parameters of the AFT model are not directly comparable to
the parameters of the PH model, we can compare at least the direction of
the relationship obtained here and by [Vaida and Xuf (Imﬂﬂ) who used the PH
model. Care must be taken as[Vaida.and X1 (2000) use different 0-1 coding of
dichotomous variables than we do. However, we conclude that the directions
of the relationships between the covariates and the time to infection found
by the AFT model is the same compared to the findings obtained using the
PH model.

The effect of the treatment (gamma interferon) is seen also in Figure
where we plot predictive survival and hazard curves for males and females
taking either gamma interferon or placebo. Remaining covariates were fixed
either to their mean or the most common value.
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Figure 8.8: CGD data. Posterior means and 95% equal-tail credible intervals
for individual random effects. Patients are sorted according to the number
of records in the data set.
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8.8.3 Predictive error density and variability of random ef-
fects

Posterior summary statistics for the moments of the error distribution, com-
puted in the same way as indicated in Section B2 and for the standard
deviation of the random effects are given in Table

The estimate of the error density is given in Figure B In this case, also
mixtures with a high number of components were quite highly represented in
the sample. For a clarity, the conditional estimates of the error density (given
K) are plotted only for chosen values of K. Higher number of components
is needed firstly because of clear skewness of the error density and secondly
because of somewhat higher probability mass in the right tail of the density.

8.8.4 Estimates of individual random effects

Figure shows posterior means and 95% equal-tail posterior credible in-
tervals for the values of individual random effects b;, ¢ = 1,...,128. For
the purpose of plotting, the patients were sorted according to the number of
records they have in the data set. Since there are no big differences in the
follow-up times for different patients, less records in the data set generally
implies longer infection-free periods. Indeed, for the patients with only one
recorded infection time practically all estimated individual random effects lie
above zero, the mean for b;. Furthermore, there can be observed a decreasing
trend in the estimated individual random effects as the number of recorded
infection times increases.

8.8.5 Conclusions

In this section we have shown how the Bayesian normal mixture CS AFT
model can be used to analyse recurrent events data. It might be useful
to include the covariate number of infections in the model. However, such
covariate would be time-dependent and it is not possible to include covariates
of this type in any model where the (baseline) survival distribution is modelled
via density and not hazard function.

8.9 Example: EBCP data — multicenter study

In Section [C4] we have introduced a multicenter randomized clinical trial
aiming to evaluate the effect of perioperative chemotherapy given besides
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the surgery on the progression-free survival (PFS) time compared to surgery
alone for early breast cancer patients while controlling for several baseline
covariates.

In Figure we have indicated there possibly exists heterogeneity between
centra with respect to the PFS distribution. Additionally, there is some
evidence for the heterogeneity with respect to the treatment effect. In this
section, we perform an analysis using the Bayesian normal mixture cluster-
specific AFT model that addresses all these issues.

The cluster is represented by the center, i.e. i = 1,...,14, within the ith
center n; patients were involved in the trial with 25 < n; < 902. As response
Tig,i=1,...,14,1=1,...,n; we use the PF'S time in days of the /th patient
treated by the ith center.

To allow for the baseline heterogeneity across centra and also for the hetero-
geneity with respect to the treatment effect we include a bivariate random
effect b; = (b1, b;2)" in the CS AFT model ([&Il). The covariate vector z;
for the random effects has the form

zip= (1, trtthroupu)',

where trtmtGroup; ; equals one if the (4,/)th patient underwent surgery alone
and equals zero if she additionally got the course of perioperative chemother-
apy.

Additionally, as fixed effects we include all baseline factors mentioned in
Section [[Alin the model. Namely, the covariate vector x;; in the model (EII)
equals

x;; = (ageMid, ;, ageOld, ;, tySu; ;, tumSiz;;, nodSt; ;, otDis; ,
regionNL;, regionPL,, regionSE,, regionSA;)’,

where ageMid and ageOld are dummies for the age groups 40-50 years and
older than 50 years, respectively with the group younger than 40 years as
the baseline, tySu being equal to 1 for the breast-conserving surgery and
equal to 0 for mastectomy, tumSiz being equal to 1 for the tumors of size
> 2cm and equal to 0 for tumors of size < 2cm, nodSt being equal to 1 for
the positive and equal to 0 for the negative pathological nodal status, otDis
being equal to 1 if there was another disease present and equal to 0 otherwise.
Finally, covariates regionNL, regionPL, regionSE, regionSA are dummies for the
geographical location of the center with France as the baseline.

Since the covariate region is categorical and center-specific it should be pos-
sible to reveal, at least partially, the regional structure of the centra from
the estimates of their individual random effects b; 1, ¢ = 1,...,14 when we
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omit the covariate region from the model. To show this, we fitted additionally
a model where all dummies for the region were omitted from the covariate
vector  (model without region).

For the inference we sampled two chains, each of length 200 000 with 1:5 thin-
ning which took about 32 hours on a Pentium 1V 2 GHz PC with 512 MB
RAM. The first 150 000 iterations of each chain were discarded. The conver-
gence was evaluated by a critical examination of the trace and autocorrelation

plots and using the method of IGelman and Rubirl (IJ_%H)

8.9.1 Prior distribution

The initial maximum-likelihood AFT model, without random effects gave
the estimate of the intercept equal to 9.43 and the estimate of the error scale
equal to 1.73. As the prior mean for the mixture components, &, we have
taken zero to show that the posterior for the mixture means manages to shift
from slightly misspecified location. To set up the remaining hyperparameters
we followed closely the guidelines given in Section BZ3 namely x = 40 which
is slightly higher than (3-1.73)2, ¢ =2, hy = 0.2, hy = 0.1, § = 1. For the
number of mixture components, K, we used a truncated Poisson distribution
prior with A = 5 and K, = 30. Both 72 (mean of the random effects b; 2)
as well as all 3 regression parameters were assigned a spread N (0, 100) prior.
The covariance matrix D of the random effects got an inverse Wishart prior

with df =2 and S = diag(0.002).

8.9.2 Effect of covariates on PFS time

The effect of considered covariates, in both models with included or excluded
covariate region, on the progression-free survival time can be evaluated from
Table Bl where we report posterior medians, 95% equal-tail credible intervals
and Bayesian p-values (simultaneous for categorical covariates with more than
2 levels) for the 5 and v parameters.

It is seen that the results for the model with region included are almost the
same as these in the model with region excluded. This is in agreement with
the general property of the AFT model mentioned in Section that the re-
gression parameters for included covariates do not change when an important
factor is omitted from the model. If we base our conclusions on the model
with region included then we see that, after adjustment for the remaining
covariates, surgery alone decreases the time to the cancer progression by the
factor of exp(—0.173) = 0.84 compared to the surgery given together with
the perioperative chemotherapy. However the difference is not significant at
conventional 5% level.
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Table 8.6: Early breast cancer patients data. Posterior medians, 95% equal-
tail credible intervals and Bayesian two-sided (simultaneous) p-values for the
effect of covariates.

Model with region Model without region
Poster. Poster.

Parameter median  95% CI median  95% CI
Treatment group p=0.070 p = 0.086

surgery alone —0.173  (—0.350, 0.016) —0.166  (—0.342, 0.026)
Age p = 0.005 p = 0.003

40-50 years 0.417  (0.140, 0.695) 0.429 (0.154, 0.715)

> 50 years 0.260  (0.002, 0.520) 0.295 (0.036, 0.558)
Type of surgery p = 0.056 p =0.029

breast conserving 0.174  (—0.005, 0.357) 0.197 (0.021, 0.379)
Tumor size p < 0.001 p < 0.001

> 2cm —0.494 (—0.686, —0.306) —0.507 (—0.697, —0.314)
Nodal status p < 0.001 p < 0.001

positive —0.653 (—0.819, —0.488) —0.657 (—0.822, —0.490)
Other disease p = 0.008 p = 0.008

present —0.385 (—0.666, —0.099) —0.394 (—0.683, —0.102)
Region p=0.033

the Netherlands —0.512 (—0.878, —0.068)

Poland 0.119 (—0.394, 0.663)

South Europe —0.450 (—0.857, —0.038)

South Africa —0.864 (—1.343, —0.371)

Further, the prognosis for the cancer progression is the most optimistic in
the middle age group 40 — 50 years where the time to the progression of
the disease is increased by the factor of exp(0.417) = 1.52 compared to the
youngest group <40 years. In the oldest group >50 years the time to the
disease progression is still increased, by the factor of exp(0.260) = 1.30,
compared to the youngest group. The estimates for the effect of age further
suggests a non-linear relationship between the age and log-progression-free
survival time.

The effect of the type of surgery on the disease progression is slightly not
significant at 5% level when basing the inference on the model with region.
However the posterior median of the § parameter for this covariate suggest
that breast conserving surgery increases the time to the cancer progression by
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Table 8.7: Early breast cancer patients data. Posterior medians and 95%
equal-tail credible intervals for the moments of the error distribution and
variance components of the random effects.

Model with region Model without region
Poster. Poster.
Parameter median  95% CI median  95% CI

Moments of the error distribution

Intercept 9.453  (8.983, 9.853) 9.229 (8.822, 9.796)

Error scale o 1.741  (1.600, 1.859) 1.749  (1.597, 2.376)
Variance components of the random effects

sd(bi,1) 0.126  (0.026, 0.392) 0.348 (0.192, 0.616)

sd(bs2) 0.060 (0.020, 0.228) 0.085 (0.023, 0.275)

corr(b; 1, bi2) —0.071 (—0.988,0.973) —0.842 (—0.995, 0.978)

the factor of exp(0.174) = 1.20 when compared to mastectomy. The effect of
remaining patient-specific covariates is highly significant and in the direction
expected from the clinical point of view. Namely, the tumor of size >2 c¢m
decreases the time to the cancer progression by the factor of exp(—0.494) =
0.61 compared to the smaller tumors of size <2 c¢m. A positive pathological
nodal status decreases drastically the time to the cancer progression by the
factor of exp(—0.653) = 0.52 compared to the negative result. The presence
of other related disease decreases the PFS time by the factor of exp(—0.385) =
0.68.

Finally, a significant effect of the geographical region on the PFS time is seen.
The best performing region is found to be Poland, followed by France, South
FEurope and the Netherlands. The region which performs the worst is then
South Africa.

Relatively small effect of the perioperative therapy compared to surgery alone
is also seen from the posterior predictive survival curves shown in Figure
and drawn for region = France and two typical combinations of covariates.

8.9.3 Predictive error density and variance components of
random effects

Posterior summary statistics for the moments of the error distribution and
the variance components of the random effects are given in Table The
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Figure 8.9: Early breast cancer patients data. Predictive survival curves
based on the model with region for region = France, and two typical com-
binations of covariates: (1) breast conserving surgery, tumor size >2 cm,
negative nodal status and no other associated disease (9.79% of the sam-
ple), (2) mastectomy, tumor size >2 cm, positive nodal status and no other
associated disease (13.88% of the sample).
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moments of the error distribution are computed in the same way as indicated
in Section It is seen that although there is heterogeneity between
centra, the within-center variability given by the variance of the error dis-
tribution is much higher than the between-centra variability given by the
variance of the random effects. Furthermore, as expected, the variability of
the random intercept term b;; increased considerably when we omitted the
covariate region.

According to the posterior median there exists very low negative correlation
between the overall center level and the treatment X center interaction in
the model with region and relatively high negative correlation in the model
with region excluded. However, in both cases the 95% equal-tail credible
interval covers almost the whole range (—1, 1) of possible values for p forcing
us to conclude that almost nothing can be said about the random effects
correlation g, probably due to the fact that effectively only a sample of size
14 is used to estimate this correlation. The reason for quite huge difference

Model with region Model without region

Posterior density
2

Posterior density
2
|

I 1 1 1 1 I 1 1 1 1
-1.0 -05 0.0 0.5 1.0 -1.0 -05 0.0 0.5 1.0

COI‘I‘(biJ, ()7;72) COI‘I“(biJ, bi,z)

Figure 8.10: Early breast cancer patients data. Scaled histograms for sampled
COIT(bZ‘,l, bi,g).
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Figure 8.11: Early breast cancer patients data. Posterior predictive error
densities.
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in the posterior median for ¢ in the two models can be found in Figure
where we show scaled histograms of sampled values of o, i.e. estimates of the
posterior density of p. It is seen that the posterior density has, in both cases,
a ‘U’ shape, while putting somewhat more mass on negative values in the
case of the model without region.

In the sample, mostly error densities with a low number of mixture compo-
nents were presented. Namely, in the model with region, 90.68% of the sample
was formed by a one-component density, 7.07% of the sample was formed by
a two-component mixture, 1.50% of the sample contained a three-component
mixtures and mixtures with more than 3 components were all represented in
only 0.75% of the sample. In the model with omitted covariate region the
proportion of densities with at least two components quite logically increased,
namely one-component density is now represented only in 74.40% of the sam-
ple, two-component mixtures in 22.13% of the sample and three-component
mixtures in 1.73% of the sample. Mixtures with more than 3 components
are still quite rare, being all together represented only in 1.74% of the sam-
ple. The estimates of the error density (both uncondionally and conditionally
given the number of mixture components) are given in Figure

8.9.4 Estimates of individual random effects

Estimates of individual random effects that could serve to discriminate the
centra are given in Figure BT2 To be able to compare directly the models
with and without covariate region the plots related to the random intercept
b;,1 take into account also the overall intercept o (mean of the error distri-
bution) and in the case of the model with region also the appropriate main
effect of region (f(regionNL), [(regionPL), 3(regionSE), and [(regionSA) re-
spectively). It is seen that the estimates of individual random intercepts in
the model without region managed quite nicely to capture also the region
effect, of course for the price of decreased precision of the estimates.

8.9.5 Conclusions

In this section, we have shown an analysis of a typical multicenter clinical trial
with heterogeneity with respect to the overall center effect as well as center x
treatment interaction. Among others we have further shown how the center-
specific random effects may capture the effect of an omitted center-specific
covariate.
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Figure 8.12: Early breast cancer patients data. Posterior means and 95%
equal-tail credible intervals for individual random effects. Random intercepts
are further shifted by an overall intercept o and in the model with region also
by a corresponding region main effect ((region).
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8.10 Discussion

In this chapter, we have proposed a Bayesian cluster-specific accelerated fail-
ure time model whose error distribution is modelled in a flexible way as a finite
normal mixture. An advantage of the full Bayesian approach is the fact that
a general random effect vector can be easily included in the model. Subse-
quently, the effect of covariates can be evaluated jointly with the association
among clustered responses. Further, interval-, right-, or left-censored data
are easy to handle and finally, the MCMC sampling-based implementation of
the model offers a straightforward way to obtain credible intervals of model
parameters as well as predictive survival or hazard curves.

Observe that the Bayesian approach is used here mainly for technical con-
venience. Indeed, in practice likelihood (B3) is hardly tractable using the
maximum-likelihood method. On the other hand, the Bayesian estimation
using the MCMC does not pose any real difficulties. Further, since all our
prior distributions are non-informative (or close to, cfr. variance parameters)
and we use (on a proper scale) more or less posterior modes as point estimates
the classical maximum-likelihood estimation would lead to almost the same
results.

The proposed methodology aims to contribute to the area of semi-parametric
modelling of correlated and at the same time interval-censored data. Fur-
thermore, our approach allows to bring in a structure into the dependencies
between observations in one cluster. For instance, in multicenter studies, the
vector z;; = (1, treatment; ;)" in the model formula (&) allows to consider
not only the random center effect but also a random center-by-treatment
interaction which can sometimes be substantial.

Unfortunately, our approach cannot handle time-dependent covariates. How-
ever, the same is true for any model where the distribution of the response is
specified by the density and not by the hazard function. To include also the
time-dependent covariates, usually the Cox’s proportional hazards model is
used. For example, [Kooperberg and Clarkson (1991); Betensky et all (1999);
|G_Q_etghebenr and Ryan (IZO_O_d) consider independent interval-censored data.
Vaida_and X (|21)_0£) offer an approach based on the proportional hazards

linear mixed model with right-censored data.

Finally, our approach can be quite easily extended along the lines presented
in Chapters [@ and [ to handle also doubly-interval-censored data, i.e. the
data where the response is given as the difference of two interval-censored
observations.



Chapter

Bayesian Penalized Mixture
Cluster-Specific AFT Model

This chapter continues with the developments in the framework of the cluster-
specific AFT model. However, to model unknown distributional shapes a pe-
nalized normal mixture introduced in Section will be exploited instead of
the classical normal mixture that was used in Chapter B Furthermore, we
directly describe a model for doubly-interval-censored data although it can
also be used with interval- or right-censored data. This approach, introduced

by [Komarek and Lesaffrd (|21)_0_6H), will allow us to analyze the caries times

in the Signal Tandmobiel® study.

The cluster-specific AFT model for doubly-interval-censored data is spec-
ified in Section @Il In Section (@2, we specify the prior distributions of
all model parameters and derive their posterior distribution. Markov chain
Monte Carlo methodology for the model of this chapter is described in Sec-
tion Estimation of the survival distribution and of the individual random
effects is described in Sections and @0 respectively. Results of the simu-
lation study aiming to evaluate the performance of the proposed method are
shown in Section B0l Section B presents the analysis of doubly-interval-
censored caries times of the four permanent first molars. The analysis of the
breast cancer multicenter study is given in Section Discussion finalizes
the chapter in Section (LA

155
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9.1 Model

Let Z@]\L 1 n; observational units be divided into NN clusters, the ith one of
size n;. Let U;; and V;;, i =1,...,N, [ =1,...,n; denote the true chrono-
logical onset and failure time, respectively and T;; = V;; — U; ; the true event
time. With doubly interval censoring, it is only known that U;; occurred
within an interval of time Luﬁl, uglJ, where uiLJ < ug{l. Similarly, the fail-
ure time V;; is only known to lie in an interval LviLl, szlJ’ with viLl < vZUl,
i=1,...,N,l =1,...,n;. As in the whole thesis: it is assumed that ob-
served intervals result from an independent noninformative censoring process
(see Section ). Further, as indicated in Section LT, we will assume that,
given the model parameters, the true event time 7;; is independent of the

true onset time U;; for all ¢+ and [. Below, we discuss this issue further.

To account for possible dependencies of different individuals within a cluster,
the cluster-specific random effects d; = (d; 1,...,diq,) and b; = (b1, ...,
big,) are introduced and incorporated in the cluster-specific AFT model for
doubly-interval-censored data:

log(Us1) = 8'x}) + dizi') + G (9.1)
log(Viy — Uiy) = log(Ty,) = Bz}, + bz}, + ey, (9.2)
i=1,...N, 1=1,....m,

where § = (01,...,0m,) and B = (B1,...,0m,) are unknown regression
parameter vectors, zﬁl is the covariate vector for random effects influencing
the distribution of the onset time, Zﬁ,l the covariate vector for random effects
influencing the distribution of the event time and similary, x;) is the covariate
vector for fixed effects having possibly an impact on the onset time and a:f ; the
covariate vector for fixed effects having possibly an impact on the event time.

The error terms (;y, ¢ = 1,...,N, [ = 1,...,n; are i.i.d. random variables
with some density g¢(¢). Analogously, the error terms e;;, i = 1,..., N,
Il =1,...,n; are i.i.d. random variables with density g.(¢). The random

effects d;, i =1,...,N and b;, i = 1,..., N, respectively are assumed to be
i.i.d. with a density gq4(d) and gy(b), respectively. Furthermore we assume
that €;,1,, Gy 1o, biy and d;, are independent for all i1,79,43,%4 and Iy, ls.
This assumption implies that, given the model parameters and the random
effects b; and d;, U;; and T;; are independent for each ¢ and [ and the
vectors U; = (Ui, ..., Uip,) and T; = (T;1,...,T;p,)" are independent for
each i. Furthermore, for example in the context of the Signal Tandmobiel®
application (see Section @) where U;; and T;; are the emergence time and
the time to caries, respectively, for the [th tooth of the ith child, it also
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implies the following decomposition

(a) Whether a child is an early or late emerger is independent of whether
a child is more or less sensitive against caries (independence of d; and

bi);

(b) Whether a specific tooth emerges early or late is independent of whether
that tooth is more or less sensitive against caries (independence of ¢;;
and € ).

9.1.1 Distributional assumptions

To finalize the specification of the measurement model we have to specify the
densities g¢, g. of the random errors and the densities g4, g, of the random
effects. According to the dimensionality of the problem, we distinguish two
situations.

Model U

In the case of univariate densities, i.e. for the densities g, and g. and for
the densities g4 and gy, if the corresponding random effects are univariate (in
which case we will use the notation d; = (d;1) = d; and/or b; = (b; 1) = b;),
a penalized normal mixture as introduced in Section will be used.

That is, a generic density g(y) of a random variable Y (substitute (;;, €,
d; or b;) is modelled as a location-and-scale transformed weighted sum of
normal densities over a fized fine grid of knots pu = (u_k, ..., ux) centered
around pg = 0. The means of the normal components are equal to the knots
and their variances are all equal and fixed to o2, i.e.

gly) =7" i wj(a)tp(y_a ‘uj, 02>, (9:3)

~
=K

where the unknown intercept term « and the unknown scale parameter 7 have
to be estimated as well as the vector a = (a_k,...,ax) of the transformed
weights. See (GI4) for the relationship between a and w = (w_k, ..., wk)'.

Model M

In the case when a random effect vector d; or b; is multivariate it is assumed,
analogously to Chapter [ that it follows a multivariate normal distribution.
This choice is driven mainly by computational convenience. Note however,
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that the densities go and g. are still modelled using the penalized normal
mixture (3)). Finally, the same reasoning as in Section BTl can be used
to explain why we put more emphasis on a correct specification of the error
distribution.

For notational convenience and clarity of the exposition we will assume that
in Model U, both random effects are univariate (¢q; = ¢, = 1) whereas in Model
M, both random effects are multivariate (¢4 > 1 and ¢, > 1). However, in
practical situations both cases can be mixed. For example the distribution of
the univariate d; can be specified as a penalized normal mixture (I3) whereas
for the multivariate b; a multivariate normal distribution can be used.

9.1.2 Likelihood

Denoting p a generic density, the likelihood contribution of the ith cluster is
given by

i, U'Ll
b= / / { 7{ f{ : (tigs bis wig, di) diiy dui,l} db; dd;
Rt TR ufy Juli—ug
zl Uil
:/ / { 7{ % p(tig | bis uig, di) p(bi |uiy, d;)
Rd JRA uy’ il 7Y L_uzl

puig | di) p(d;) diyy dui,l} db; dd; (9.4)

U

Vi Wil
/ / j{ {}{ p(tz‘,l|bi)dti,l}p(ui,l|di)dui,l
Réd JR® ui v =i

p(b;) p(d;) db; dd;,

=1

where

p(tir|bi) = t; ' g-{log(tis) — bz}, — B'a},
p(uiy|di) = U@-_,ll gc{log(ui,z) - dizi,l - 515’%}

are modelled using the expression ([@I3) for g. and gc-

Further, in the Model U, p(b;) = g»(b;) and p(d;) = ga(d;) are penalized
normal mixtures (3). Since it is not possible to distinguish between the
intercept terms of the error and the random effect the intercepts o = o for
gq and a = o for g, are fixed to zero for identifiability reasons. In the case
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of the Model M, the densities p(b;) = g»(b;) and p(d;) = gq(d;) are densities
of an appropriate multivariate normal distribution (see also Section [LZ3]).
The method of penalized maximum-likelihood, suggested in Chapter [ is
computationally quite demanding for likelihood ([@4). Instead, a Bayesian
approach together with MCMC methodology will be used here to avoid ex-
plicit integration and optimization.

9.2 Bayesian hierarchical model

To specify the model from a Bayesian point of view, prior distributions for
all unknown parameters have to be given. For our model we assume a hi-
erarchical structure described by a directed acyclic graph (DAG). The DAG
for Model U where the distributions of the univariate random effects and the
error terms are estimated using the penalized mixture is given in Figure @1
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Figure 9.1: Directed acyclic graph for the Bayesian penalized mixture cluster-
specific AFT model with univariate random effects (Model U).
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The DAG for Model M with multivariate normal random effects and error
terms expressed using the penalized mixture is given in Figure

For Model U, the joint prior distribution of the total parameter vector @ is

given by
p(6)
N n;
H [H{p(vi,l |wig, tig) x p(tig | B, bis €i0) % plugg |8, diy i) X
i=1 Li=1

p(eia | Gy 1) % p(Giy | Ges TZ‘CJ) x p(r5; ] Ge) x P(Tf,l | gc)} X

p(bi | Go, 72) x p(di | Ga, ) x p(r? | Gy) x p(rf ] gd)] X (9.5)

p(G:) x p(Gc) x p(Gy) x p(Ga) x p(6) x p(B).

Onset Event

@0 @ ©® ©0

censoring; ; Il I

Figure 9.2: Directed acyclic graph for the Bayesian penalized mixture cluster-
specific AFT model with multivariate normal random effects (Model M).
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The node G, refers to the set {o°, p®, of, 7¢, w®, a®, A\°} which contains
the parameters of formulas ([@3) and (EI4) and a smoothing parameter A
which will be further discussed in Section [LZJl The sets Gey Gy, Gq are
defined in an analogous manner. Further, let G be a generic symbol for its
subscriped counterpart (i.e. for G, G¢, Gy, G4) and let y be a generic symbol
fore;;, G, b, ords, i =1,...,N,l =1,...,n;, respectively. The sub-DAG for
the generic Y random variable is shown in Figure and the corresponding
DAG conditional distributions are discussed in Sections @21l and

In the case of Model M, the joint prior distribution is given by

p(0) o

N [ n;
H [H{p(vz,z |wig, tig) x p(tig | B, bi, €ig) x puig| 6, di, Git) x

=1 Ll=1

p(eia | Ger 1) % p(Gia | Geo 75)) * p(riy | Ge) x p(r$, | gc)} X

p(bi | e, Db) % p(d; | ¥4, Da) | x (9.6)

p(Ge) x p(Ge) x (1) % p(Dp) x p(vq) x p(Da) x p(8) x p(B),

4 N

9

OROR0

Figure 9.3: Directed acyclic graph for the penalized mixture.
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where v, and D, are the mean and the covariance matrix for the random
effect vectors d; and =, and D are the mean and the covariance matrix for
the random effect vectors b;. These parameters will be discussed in detail in
Section

All the multiplicands of expressions ([H) and ([@H) will be discussed in detail
in the following sections.

9.2.1 Prior distribution for ¢

The prior distribution of a generic node G whose structure is given in Fig-
ure equals

p(G) o< pla|A) p(A) p(a) p(7).

Prior for transformed mixture weights

Although often the grid length (2K + 1) is of moderate size it results in
a rather large number of unknown a parameters. To avoid overfitting of
the data and identifiability problems, a restriction on the a parameters is
needed. In Chapter [ we added a penalty term for the transformed weights
to the log-likelihood for this purpose. This penalty term can be interpreted
as an informative log-prior distribution (e.g., Eﬂ;mma.ﬂ, 11984, Section 6).
Therefore the prior distribution p(a | ) is defined as the exponential of the
penalty term used in Chapter [ i.e.

K

paly) x ep{-2 3 (a%a)?)
j=—K+s
= exp{—%a']P"[P’a}, (9.7)

where A® denotes a difference operator of order s and P the corresponding
difference operator matrix. The hyperparameter A controls the smoothness
of the resulting density g(y).

Expression (@) is that of a multivariate normal density with zero mean and
covariance matrix A~'(P'P) ", where (P'P)” denotes a generalized inverse of
the matrix P'P. This distribution is known as a Gaussian Markov random
field (GMRF) and is extensively used in spatial statistics. Although the
distribution (@) is improper (the matrix P'P has a deficiency of s in its
rank) the resulting posterior distribution is proper as soon as there is some
informative data available, see M)
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As a consequence of the findings discussed in Section [[2 prior distribution
[@7) favours smooth estimates of the estimated densities (g:,g¢,gp O ga)-
Due to the correspondence of the prior ([@I7) with the penalty term in the
penalized maximum-likelihood approach we will call the mixture model (@3))
with this prior a penalized mizture.

Prior for the smoothing parameter

The smoothing hyperparameter A can be interpreted as a component of the
prior precision of the transformed weights a. See Section for the ap-
proaches to determine the optimal value of A in the context of penalized
maximum-likelihood estimation. For our full Bayesian inference, the un-
known smoothing parameter A is considered stochastic and is estimated si-
multaneously with all the remaining parameters of the model. Therefore, here
a hyperprior has been assigned to A, i.e. a highly dispersed Gammal(hy 1, hy2)
prior, i.e.

ha
hys

A) = 2 At —hya A
p(\) T 1) exp(—ha2 ),

where hy 1 is the fixed shape parameter and h) s the fixed rate parameter.
A dispersed gamma distribution is obtained for instance with Ay = hyo =
0.001 or h)\71 = 1, h)\’z = 0.005.

Prior for the mixture intercept

Finally, in the case when the intercept term « is not fixed to zero (intercept
of error distributions), a highly dispersed normal distribution has been taken
for p(a), i.e.

p(a) = QD(O‘ | Vo, ¢a)a

where v, is the fixed prior mean and v, is the fixed large prior variance.

Prior for the mixture scale

For the precision 772 we have taken a highly dispersed Gammal(h,1, hy2)
distribution, see above the paragraph on the prior for the smoothing param-
eter. Alternatively a uniform distribution on 7 (formally a truncated gamma
distribution for 772 with h,; = —1/2 and h, 5 = 0) which is sometimes pre-

ferred for hierarchical models (IG_eJma.n_eJ_a.]J, |2Q_0_4, pp. 136, 390) could be

taken.
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9.2.2 Prior distribution for the generic node Y

To specify the prior distribution of generic Y (e;;, Gy, @ = 1,...,N, | =
1,...,n; in Models U and M and b;, d;, i = 1,..., N in Model U) we intro-
duce, analogously to Section B2l a latent allocation variable r taking values

in {—K,...,K}. Actually, data augmentation d:l:a.nn@r_a.ndﬂkmd, h_%_ﬂ) is

introduced which simplifies the MCMC procedure. The DAG conditional
distribution p(y |G, r) is simply a normal distribution:

py|G, ) =plylo, p a7 1) =¢(yla + Tp, (10)?).
Further, p(r|G) = p(r |w) is given by
Pr(r=j|w)=w;, je{-K,... K}

Had the latent allocation variable r not been introduced we would have had
to work with the conditional distribution p(y |G) = p(y |0, p, o, 7, w) which
is a normal mizture given by the formula (3.

9.2.3 Prior distribution for multivariate random effects in
Model M

As was mentioned in Section BTl the multivariate random effects b; and
d;;i=1,...,N in Model M are assumed to be a priori normally distributed.
That is, the densities p(b; | vy, Dy) and p(d; |v4, Dg) in the expression (6]
are

p(bi ‘ Yo Db) = Paqp (bi ’7b7 Db)? p(d,‘ ’7d7 Dd) = @Qd(di ’7d7 Dd)?

where v, = (V.1,---,7,q,) 1S the prior mean of the random effects b;, v4 =
(Yd,1>---+7dq,) the prior mean of the random effects d;, I, is the prior
covariance matrix of the random effects b; and D, is the prior covariance
matrix of the random effects d;.

Both prior random effect means ~, and ~y, as well as random effect covariance
matrices Dy and Dy are further assigned hyperpriors. These hyperpriors are
chosen analogously to Section That is, the prior distribution for each
Yoj. J = 1,...,q and vg,+, j° = 1,...,qq, respectively is N(vy, j, ¥s, ;)
and N (vy, j+, ¥-,.j+), respectively, independently for j =1,...,¢, and j* =
1,...,qq, i-e.

qb

qd
(1) p(va) = { TT 0005 1¥rnis i) b % { T @Ot V205 0) §-

j=1 =1
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The vectors vy, = (vy,1,- -, V’ﬂnqb),’ Vyy = (Vyg1s- -+ V’Ychqd)/’ ¢'Yb = (V15
s ) and Yo = (U1, Yy, q,) are fixed hyperparameters. Special
care is needed when the random intercept is included in the model. If for
example zil,l =1,i=1,...,N,l=1,...,n,;, then for identifiability reasons
Y,1 must be fixed to zero (or equivalently, v, 1 =0, 1, 1 = 0) as the overall
intercept is given by the intercept o of the error terms ¢, ;.
The prior distributions for the covariance matrices D, and D4 are inverse-
Wishart with fixed degrees of freedom df;, and df;, respectively and fixed
scale matrices S, and Sy, respectively. See formula (BH) for the expression of
the corresponding density.

9.2.4 Prior distribution for the regression parameters

The prior specification for the regression parameters 3 and § is analogous
to Section Firstly, also here, we use the hierarchical centering. That
is, the covariates included in a:il or :c%fl, respectively are not included in z;l
or z!,, respectively and vice versa. Further, the covariate vectors x!, and
azzl, fespectively never contain an intercept term since the overall intércept
are already included in the model in the form of the parameters o and af,
respectively.

The prior distribution for each regression coefficient 3;, j = 1,...,m; and
8=, J¥ = 1,...,my is N(vg, ¥s,;) and N (v5+, s +), respectively, inde-
pendently for j =1,...,my and j* = 1,...,1my, l.e.

p(B)p(d) = {ﬁ e(B; | vg.;, ¢B,j)} X {ﬁ ©(0 | v, %,j*)}-
j=1 =1

The vectors vg = (V31,---,V8m,) s Vs = WUs 1, Vsm:) s ¥ = (V15 -,
Y8m,), and Y5 = (Y51, ..,%sm,) are fixed hyperparameters.

9.2.5 Prior distribution for the time variables

The terms p(vig | wig, tig), p(tig]| B, by, €i1) and p(u; |6, d;, §;1) appearing
in the expressions (LX) and ([@4) are all Dirac (degenerated) densities driven
by the AFT models (@) and (@2). Namely:
p(vig | i, tig) = Ivig = wig + tig],
plugg] 9, dy, Giyp) = Ilog(uy) = 6'xy + dizi) + Gl
p(tis] B, bi, eiy) = Illog(tiy) = B'x;; + bz + i),
i=1,....,N, 1=1,...,n,
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9.2.6 Posterior distribution

The product of all DAG conditional distributions determines the joint pos-
terior distribution p(@ |data), i.e.

N n;

p(0|data) < p(0) x HH{p(uﬁl, u?l | wi, censoring; ;) x
i=11=1

p(viLJ, UZUJ ‘ Vil censoringu)},

where p(0) is given by ([@H) for Model U and by (@8]) for Model M, respec-
tively. Further, the terms p(ul-LJ, u?l ‘ U1, censoringi’l) and p(vfl, UZUJ | Vi1,
censoringu), where censoring; ; represents a realization of the random vari-
able(s) causing the censoring of the (i,l)th onset and failure time, are the
same as in Section B2Z4], with an obvious change in notation.

9.3 Markov chain Monte Carlo

As indicated in Section we base the inference on a sample from the pos-
terior distribution obtained using MCMC methods. Here, Gibbs sampling
(IG.&man_aﬂdJ}.emaﬂ, [1984; [Gelfand and Smith, hﬁ&d) was chosen necessi-
tating to sample from all full conditional distributions of blocks of model
parameters. Below, the full conditional distributions are discussed.

9.3.1 Updating the parameters related to the penalized
mixture G

Let y;«, ©* = 1,...,n be the current values of the appropriate generic nodes
y and r;+, i° = 1,...,n corresponding latent allocation variables. That is,

e For G° we have {y;» : i* =1,...,n} ={e; : ¢ =1,...,N,l =
1,o.0,ng ), {re o d* :1,...,n}:{r;l: i=1,...,N, 1l =1,...,n;},
andnzzij\ilni;

e For G¢ we have {yy : * = 1,...,n} = {G;: i = 1,...,N,l =
Looongd {ree s "= 1.} ={rg, s i=1,...,N1=1..n;},
and n =N n;

e For G® we have {yy: i* =1,...,n} = {b;: i =1,...,N}, {ry: i* =
L...,n}={r:i=1,...,N},and n = N;
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e For G4 we have {y; : i* =1,...,n} ={d;: i=1,..., N}, {rp: i* =
L...,n}={rd:i=1,...,N}, and n = N.

Full conditional for transformed mixture weights

The full conditional of each element of a is given by

2
K n , . ’
{ $ exp(ak)} 2 var(a;j | a_g), A)
k=—K
j=—-K,...)K, (9.8)

where NNV; is the number of y;« for which the latent allocation variable 7+ is
equal to j, i.e.

n
N; = Z[[Tz‘* = Jl.
1*=1

Further, E(aj | a_j, )\) and Var(aj | a_j, )\) are the mean and the variance
resulting from the GMRF prior ([@1). For example, for the third order differ-
ences (s = 3), which have been used in all applications in this thesis (Sections
and [@Y), we have

E(aj ‘ a*(j)) = 20 )
J

—3da_g+12a_g1+15a_gy3—6a_gys+a_g4s5

E(a_ki2|a_(_ryi2) = 19

—3arg +12ax_1+ 1bag_3—6axg_4+ax_3
19 ’

Bk | a_(2) =

3a_g +12a_gio—6a_g43+ a—K44
E(a—K+1 | a*(*KJrl)) = 10 )

Jakg +12ax_o—6arg_3+ axg_4
E(aK*1 | a*(Kfl)) = 10 )

E(a_K ‘ a,(,K)) = 3a_K+1 — 3a_K+2 + a—_K+3,

E(ak | CL(K)) =3ax_1—3aKx_2+ ax_3,

)
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and

Var(aj‘a ) = (20 DY j=—-K+3,..., K -3,
Var(a K+2|a (- K+2) va (aK 2|a (K- 2)) = (19071,

Var(a K+1 { a_ (- K-H)) (aK 1 { a_ (K- 1)) = (10)\)_1

Var(a_K | a,(,K)) = Var(aK | a,(K)) =L

Distribution (%is log-concave so we experimented both with the slice sam-
pler of Neal ) as well as with the adaptive rejection sampling (ARS)
method of |Gilks and Wild d]_&ﬂ) to update the elements of a. However, in
our applications no method was found to be superior with respect to the per-
formance of the MCMC. The results presented in Sections @7 and were
obtained using slice sampling.

Furthermore, it is seen that the full conditional distribution for each trans-
formed mixture weight depends only on the weights of the neighboring mix-
ture components. For a better performance of the MCMC, especially to
decrease the autocorrelation of the sampled chain, it is thus advantageous to
update in one iteration of the MCMC the transformed mixture weights in
such an order that the full conditional of a we are updating does not depend
on a which has just been updated. This is obtained, for example, using the
following update order:

T A0 7 syl T Ag(s41) T T A1 7 Algstl T A1ya(s41) T

Full conditional for the smoothing parameter

For the smoothing parameter A, the full conditional distribution is Gamma
(h3 4, by o) where

2K +1—-—5s+1

1
hy1 = hat+ 5 ; hio = ha2 + 3 a'P'Pa.

Full conditional for the mixture intercept

The full conditional for the mixture intercept « is a normal distribution with
the mean and variance

n

E(a| ) =var(a| ) x {(07’)72 Z(y’ — Thr.) + w;lya}7

=1
var(a| -+ ) = {(o7)*n + ¢;1}_1 )

respectively and is thus easily sampled from.
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Full conditional for the mixture scale

The full conditional distribution of 72 has the form
p(r2] o) o () exp (V72 - 6772, (9.9)
with

& = hq—,l + 0.5n,

n

§r=hra+0507 Z(yz* —a)?,

*=1

n
{3=0" Z L (Yie — ).

*=1

Distribution (@) is generally not log-concave so that the adaptive rejection
sampling (ARS) method of IGilks and Wild (IJ_QQJ), successfully used in many
situations when the full conditional distribution does not have a standard
form, cannot be used here. However, it can easily be shown that the density
[@3) is always unimodal and the slice sampler of Neal M) can be used to
update the parameter 772 in an MCMC run.

Full conditional for the allocation variables

The full conditional for each allocation variable r;«, i* = 1,...,n is discrete
with

. i — Q0 — T )2 .
Pr(rys =j|--+) ocw; exp{—(y’ Q(JT)QM]) } je{-K,...,K}.

9.3.2 Updating the generic node Y’

The update of the generic node Y is of two types: (1) update of the residuals
gil, Gt =1,...,N,l=1,...,n; (2) update of the univariate random effects
bi, d;yi=1,...,N in Model U.

Updating the residuals

The update of the ‘onset’ residuals (;;, ¢ = 1,...,N, l = 1,...,n; is fully
deterministic provided the (7,l)th onset time u;; = uiLl = uzUl is uncensored.

The update of (;; consists then of using the AFT expression (@1l with the
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current values of the parameters, i.e. the updated ¢;; is equal to log(u;;) —
o'zt —diz
When the (7,1)th onset time is interval-censored with an observed interval
Lufl, ug-]lj, its update consists of the sampling from a truncated normal dis-
trif)utidn, namely

Zzl

./\/(ozc + TCMT_C , (0474)2) truncated on

[log(uhy) — 0'afy — dizly, log(uly) — 8/, — diz .

A similar procedure is used when updating the ‘event’ residuals €;;, i =

LN, 1 =1,...,n;, It is useful to stress that for the update of ¢;;
also the ‘onset’ residual ¢;; and subsequently also the true onset time u;; =
exp(d'x x) + dlz” + (i) make a part of the condition when exploiting the
full conditional distribution. This implies that the update of ¢;; is fully de-
terministic provided the (i,/)th failure time v;; = viLl = szl is uncensored,
irrespective whether the onset time is censored or not. The update of ¢,
consists then of using the AFT expression ([2) with the current values of

the parameters, i.e. the updated ¢;; is equal to log(v;; —w;;) — Ici a:” b; zl

When the residual €;; corresponds to the censored failure time with an ob-
served interval LviL,l, lelj its update consists of the sampling from the full
conditional distribution of &;; which is here a truncated normal distribution,
namely

./\/'(of + T s s (0675)2) truncated on
L t t U t
Llog(vi,l —uig) — Blﬂ%,l - bézi,la 10g(”i,l —uig) — B’ 33@1 ; Z; lJ

Updating the univariate random effects in Model U

In Model U, the full conditional distributions for the univariate random effects
b; and/or d;, i =1,..., N are normal distributions, namely

bi|---~N<E(bl-|---),Var(bi|---)>, i=1,....N,
with
E; | - ) =var(b; | ---) x

ng

(") 27y + (077) 2 Y {log(tin) — o = Bal, — wuiz 1,

=1

var(b; | --+) = {(JbTb)a + (057%)"2 ni}—1,



9.3. MARKOV CHAIN MONTE CARLO 171

Analogous formulas, with an obvious change in notation, hold for d;, i =
1 N.

geeey

9.3.3 Updating the parameters related to the multivariate
random effects in Model M

In the case of the multivariate random effects b; and/or d; having a multi-
variate normal prior distribution the following full conditionals are used to
update the related parameters.

Full conditionals for the multivariate random effects b; and d;

The full conditional of the multivariate random effects vector b;, 7 =1,..., N
is multivariate normal distribution, i.e.

bi|...NJ\/<E(bi|...),Var(b”...)), i=1,....N,

E(b; | ---) = var(b; | --) X

[ID)b ¥y + (o°7° Zzzl{log il) 046—5/5’321—7'5#%’1}]7
var(b | ++) = { Dy + ( Zz” 20}

The full conditional distribution of the multivariate random effects d;, i =
1,..., N is analogous with an obvious change in notation.

Full conditionals for the means «,, v, and the covariance matrices Dy,
D, of the multivariate random effects

For the means =, v, and the covariance matrices Dy, D4 of the multivariate
random effects, the full conditional distributions are exactly the same as these
derived for the Bayesian normal mixture CS AFT model in Section B3
Only appropriate subscripts have to be added to expressions appearing in
formulas given in Section
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9.3.4 Updating the regression parameters
Full conditionals for the fixed effects § and 3

Let B(s)y be an arbitrary sub-vector of vector 3, and x; j(s) the corresponding
sub-vectors of covariate vectors @!,, and further let x;|(-s) be their com-
plementary sub-vectors. Similarly, let further vgg) and g be appro-

priate sub-vectors of hyperparameters vz and 13, respectively. Finally, let
\I/B(S) = dlag(@bﬁ(s)) Then

with
EBg) | ) =var(Bg) | -+ )x

N n;

—1 -2 (F)
{‘I'ﬁ(S)Vﬁ(S) + (0°7°) Z Z xi,l(s)ei,l(S)}’

=1 1=1
N n; 1
var(B(g) | --+) = {‘1’5(15) + (0°7%)7? ZZ%!(S)%J(S)} :

=1 1=1

F
where eg’l()s) =log(t;;) — af — B’(_S)mi,l(,g) — b;z;él — TEM?&"?,L'

The full conditional distribution for an arbitrary subvector of the vector ¢ is
analogous with an obvious change in notation.

9.4 Bayesian estimates of the survival distribution

9.4.1 Predictive survival and hazard curves and predictive
survival densities

Analogously to Section B4, the survival and hazard functions or the survival
densities for a specific combination of covariates are estimated by the mean
of (posterior) predictive quantities.

Almost all expressions given in Section BZ Tl apply also here with the following
changes. To get the Bayesian estimate of the survival function of the event

. . . t t .
time T, given the covariates x! ., and z!_, , the expression ([BIf) changes
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into
S(t ‘ 0, w?@ew? zfmew) = (9'10)

K
1— Z w?@{log(t) — Bz, —bzl,, o+ TS, (0575)2}.
j=—K

Similarly, to get the estimate of the survival density, we use

p(t | 0; $Zew, Zﬁlew) = (911)
K
Y wip{log(t) = Bl — Uzl | 0F + 75, (7))
j=—K

instead of the expression ([BIF).

To be able to use a relationship analogous to ([BI1) we need a sample {b(m) :
m = 1,..., M} of the posterior predictive values of the random effects. In
the case of a univariate random effect b in Model U, b(™) is sampled from the

normal mixture Y - w; 7% 2, (o1 . In the case of a mul-
1 j( X jm)_/\/' b(m),ul; brb,(m)\2) I th f 1

tivariate random effect b in Model M, b is sampled from ./\/qb(’yém), ]Dl()m)).

The predictive quantities for the onset time U are obtained in an analogous
manner.

9.4.2 Predictive error and random effect densities

The estimate of the smoothed densities g., g¢, s, gq is obtained by the mean
of the (posterior) predictive density which is given, for example in the case
of ge, by

E{g.(e) | data} = /gs(e)p(e | data) d@, e €R. (9.12)

The MCMC estimate of ((II2) is obtained by averaging the error density
E&3) over the MCMC run, i.e.

K

0= 3 {0 3w o )} o

-K

9.5 Bayesian estimates of the individual random
effects

As explained in Section in the context of the Bayesian normal mixture
CS AFT model, in some situation estimates of the individual random effects
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must be provided. In the context of this chapter these can be computed in
the same way as shown in Section

9.6 Simulation study

To validate our approach we conducted a simulation study which mimics to
a certain extent the Signal Tandmobiel® data. From each of 150 clusters
we simulated 4 observations. The onset time U;; and the event time T;,
i =1,...,150, I = 1,...,4 were generated according to the AFT models
(T and (@2) with =i, = (2, 7{;,)", 2, = 1, 6 = (0.20, —0.10)" and
acil = (:UQH, CE?IQ)/, zil =1, B8 = (0.30, —0.15)". The covariates z}, ; and
m’; 1.1 are continuous and generated independently from a uniform distribution
on (0, 1), the covariates xzm and $§7l72 are binary with the equal probabilities
for zeros and ones.

The error terms (;; and ¢;; are obtained from (;; = ab + 76 Ci*,l (b = 1.75,
R gZ) and ;) = a® + 7€}, (af = 2.00, g~ gt), respectively. Further,
the random effects d; and b; are obtained from d; = 7¢ dr (di ~ g}) and
b, = 10 br (bf ~ gi), respectively. The scale parameters were chosen such
that (79)% + (79)2 = 72, = 0.1 and (7°)% + (7°)? = 72,.,.; = 1.0, see below

— 'onset —
for the individual values. The choice of 72, and . was motivated by

onse
the results of the analysis in Section @71
Two scenarios for the distributional parts of the model were considered. In
scenario I, both densities g and gz (of the standardized error terms) are
a mixture of normals, i.e. equal to 0.4 AN (—2.000, 0.25) + 0.6 NV (1.333, 0.36)
standardized to have unit variance. For the densities g} and g; (of the stan-
dardized random effects) the density of a standardized extreme value of min-
imum distribution was taken. In scenario II, we reversed the setting, i.e. we
have taken an extreme value distribution for the error terms and a normal
mixture for the random effects. Additionally, within each scenario, the vari-
ances 72,,.; and 72,.,, were decomposed such that the ratios 7¢/7¢ = 7°/7°
were equal to 5, 3, 2, 1, 1/2, 1/3, and 1/5, respectively.
The true onset and event times were interval-censored by simulating the
‘visit” times for each subject in the data set. The first visit was drawn from
N (1, 0.2%). Each of the distances between the consecutive visits was drawn
from N(0.5, 0.052).
The results for the simulation study are shown in Appendix Tables
and give the results for the regression parameters and show that
they are estimated practically unbiasedly and with a reasonable precision.
It is further seen that the precision of the estimation decreases when the

2
Teven
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within-cluster variability (variance of the error terms) increases compared
to the between-cluster variability (variance of the random effects). In prac-
tice however, the between-cluster variability is often much higher than the
within-cluster variability. Further, Tables [B-T4] and show results for the
standard deviations of the error terms and random effects. Here, the precision
is sometimes somewhat worse. However, also the standard deviations are, in
most cases, estimated with minimal bias. Furthermore, the shape of the sur-
vival functions or survival densities is correctly estimated as is illustrated in
Figures which show results for the fitted survival functions and
survival densities for selected combinations of covariates.

9.7 Example: Signal Tandmobiel® study — clus-
tered doubly-interval-censored data

This analysis of the Signal Tandmobiel® data, introduced in Section [CT],
involves

(a) doubly-interval-censored data, i.e. the time from tooth emergence to
onset of caries;

(b) clustering. Indeed, we will examine several teeth jointly and the teeth
from the same mouth are related.

The primary interest of the present analysis is to address the influence of
sound versus affected (decayed/filled/missing due to caries) deciduous sec-
ond molars (in Figure [[A teeth 55, 65, 75, 85, respectively) on the caries
susceptibility of the adjacent permanent first molars (in Figure [1] teeth 16,
26, 36, 46, respectively). Note that for about five years the deciduous second
molars are in the mouth together with the permanent first molars.

It is possible that the caries processes on the primary and the permanent
molar occur simultaneously. In this case it is difficult to know whether caries
on the deciduous molar caused caries on the permanent molar or vice versa.
For this reason, the permanent first molar was excluded from the analysis
if caries was present when emergence was recorded. This implies that the
data are not balanced with respect to the size of the clusters. In total, 3520
children were included in the analysis of which 187 contributed 1 tooth, 317
2 teeth, 400 3 teeth and 2616 all 4 teeth.

Additionally, we considered the impact of gender (boy/girl), presence of

sealants in pits and fissures of the permanent first molar (none/present),
occlusal plaque accumulation on the permanent first molar (none/in pits and
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fissures/on total surface), and reported oral brushing habits (not daily/daily).
Note that pits and fissures sealing is a preventive action which is expected
to protect the tooth against caries development. The presence of plaque on
the occlusal surfaces of the permanent first molars was assessed using a sim-
plified version of the index described by bamm_&mm_andmmﬂ

). All explanatory variables were obtained at the examination where
the presence of the permanent first molar was first recorded.

The choice of explanatory variables is motivated by the results of m

) where a GEE multivariate log-logistic AFT model was used to analyze
the time to caries. Multiple imputation was used to deal with the interval-
censored emergence times. Further, on top of that, the caries status of the
deciduous first molars (in Figure [CZ teeth 54, 64, 74, 84, respectively) was
included in the covariate part of the model. We will not use this factor as
an explanatory variable due to its high dependence with the status of the

deciduous second molar (in all quadrants of the mouth, the y? test statistics
with 9 degrees of freedom exceeded 1100).

The onset time U;;, [ = 1,...,4 is the age (in years) of the ith child (ith
cluster) at which the Ith permanent first molar emerged. The failure time,
Vi1, indicates the onset of caries of the [th permanent first molar. The time
from tooth emergence to the onset of caries, T;;, is doubly-interval-censored.
Here, both the time of tooth emergence and the onset of caries experience
are only known to lie in an interval of about 1 year.

Further, in our example about 85% of the permanent first molars had emerged
at the first examination giving rise to a huge amount of left-censored onset
times. However, at each examination the permanent teeth were scored ac-
cording to their clinical eruption stage using a grading that starts at PO
(tooth not visible in the mouth) and ends with P4 (fully erupted tooth with
full occlusion). Based on the clinical eruption stage at the moment of the
first examination, all left-censored emergence times were transformed into
interval-censored ones with the lower limit of the observed interval equal to
the age at examination minus 0.25 year, 0.5 year and 1 year, respectively for
the teeth with the eruption stage P1, P2 and P3, respectively and with the
lower limit equal to 5 years for the teeth with the eruption stage P4. We

refer to [Leroy et all (2003) for details and motivation.

9.7.1 Basic Model

The analysis starts with the Basic Model where we allowed for a different
effect of the covariates on both emergence and caries experience for the four
permanent first molars. Namely, the Basic Model was based on the AFT
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models (1)) and (2) with the covariate vector x, for emergence:

x;', = (gender;, tooth26;, tooth36; ;, tooth46; ,
tooth26; ; * gender;, tooth36;; * gender,, tooth46; ; * gender,)’,

and the covariate vector acgl for caries:
b

acliil = (5’32@?,1, tooth26; ;, tooth36; ;, tooth46; ;,

tooth26;; * &} ;, tooth36;, * &; ;, tooth46;, * &, )",
where

:Eil = (gender,, statusD, , statusF; ;, statusM; ;,

brushing;, sealants; ;, plaquePF; ;, plaqueT, ;).

The covariates tooth26, tooth36, tooth46 are dummies for the position of
the permanent first molar with the molar 16 as the baseline, the covariate
gender equals 1 for boys and equals 0 for girls. The covariates statusD, statusF,
statusM are dummies for the status of the adjacent deciduous molar: decayed,
filled, missing due to caries with sound being the baseline. The covariate
brushing is dichotomous (1 = daily, 0 = not daily) as well as the covariate
sealants (1 = present, 0 = not present). Finally, the covariates plaquePF and
plaqueT are dummies for the plaque accumulation: in pits and fissures, on
total surface with no plaque as the baseline.

To account for clustering, univariate child-specific random effects d; and b;
are included in the model expressions (@1l) and ([@2), respectively with zh =
sz = 1. Finally, analogously to Sections [ and B7l we subtracted 5 years
from all observed times, i.e. log(U;; —5) was used in the left-hand side of the
model formula (@.1)).

As discussed already in Section 1], our model assumes that, given the covari-
ates and child-specific random effects, the emergence time U;; and the time
to caries Tj; are independent for each ¢ and [. Specifically, we assume that
the caries process on a specific tooth only depends on the time when that
tooth is at risk for caries and not on the chronological time. This assumption
seems reasonable for the Signal Tandmobiel® data taking into account the
results of Leroy et all (2005) who evaluated also the effect of the emergence

time on the time to caries and found it non-significant (p = 0.78).

9.7.2 Final Model

Based on the results for the Basic Model (see below) we fitted the Fi-
nal Model where we omitted all two-way interactions with the covariates
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tooth26, tooth36, tooth46. Additionally, we binarized the covariates statusD,
statusF, statusM into a new covariate status which was equal to 1 for decayed,
filled or missing due to caries deciduous molars and was equal to 0 for sound
deciduous molars. Also the covariates plaquePF and plaqueT were binarized
into the covariate plaque equal to 1 for the teeth with plaque present either
in pits and fissures or on total surface and equal to 0 otherwise. That is, the
onset and event covariate vectors are equal to

x'; = (gender;, tooth26,;, tooth36; ;, tooth46;;)’,
335,1 = (gender;, status;;, brushing;, sealants;;, plaque; ;,
tooth26, ;, tooth36; ;, tooth46, ;).

9.7.3 Prior distribution

Firstly, for all penalized mixtures we used the same grid of equidistant knots
of length 31 (K = 15) defined on [—4.5, 4.5] with the basis standard deviation
o = 2(pj — pj—1)/3 = 0.2. Secondly, the third order difference (s = 3) was
used in the prior ([@1). Further, the prior distributions of the nodes in DAGs
(Figures and [@3) without parents were taken highly dispersed. That is
all A and 772 parameters were a priori Gamma(1, 0.005) distributed, all «,
(3 and ¢ parameters were given a A (0, 100) prior.

9.7.4 Results

For each considered model we ran 500 000 iterations with 1:3 thinning which
took about 44 hours on a 3 GHz Pentium IV PC with 1 GB RAM. We kept
the last 100 000 iterations for inference.

Results for the Basic Model

The analysis of the Basic Model revealed that all interaction terms with
tooth covariates are redundant implying that the effect of all these covari-
ates is the same for all four permanent first molars. To evaluate this we
used simultaneous Bayesian p-values computed using the method described
in Section For the emergence part, the simultaneous p-value for the
tooth:gender interactions is higher than 0.5. For the caries part of the model,
the p-values are higher than 0.5 for the interactions of tooth with gender and
plaque and higher than 0.1 for the interactions with brushing, sealants and
status. Also the covariate tooth is not significant however we kept it in the
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Table 9.1: Signal Tandmobiel® study, Final Model. Posterior medians, 95%
equal-tail credible regions (CR) and Bayesian two-sided p-values for the model
parameters. For the parameter Tooth the CR and the p-value are simultane-
ous.

Emergence Caries
Posterior Posterior

Parameter median  95% CR median  95% CR
Tooth p>0.5 p>0.5

tooth 26 —0.003 (—0.013, 0.007) —0.006 (—0.045, 0.031)

tooth 36 0.001 (—0.008, 0.011) —0.009 (—0.051, 0.034)

tooth 46 0.002 (—0.008, 0.012) —0.016  (—0.059, 0.026)
Gender p = 0.008 p=0.085

girl —0.023 (—0.039, —0.007) —0.071  (—0.155, 0.009)
Status p < 0.001

dmf —0.140 (—0.193, —0.091)
Brushing p < 0.001

daily 0.337  (0.233, 0.436)
Sealants p < 0.001

present 0.119  (0.060, 0.178)
Plaque p < 0.001

present —0.114 (-0.171, —0.067)
E(error) 0.442  (0.427, 0.456) 1.920  (1.810, 2.059)
sd(error) 0.029 (0.025, 0.034) 0.767 (0.712, 0.834)
sd(random) 0.199 (0.191, 0.210) 0.672 (0.614, 0.734)

model to address the question whether the emergence and caries timing are
the same for the four permanent first molars.

Further, for none of the four permanent first molars a significant difference
was found between the status groups decayed, filled or missing, and between
the plaque groups present in pits and fissures or present on total surface.
This finding, together with the fact that the group with extracted deciduous
molar and the group with the plaque present on total surface had very low
prevalence (1.45% and 3.13%, respectively), led to the simplification of these
two covariates in the Final Model.
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Results for the Final Model

Table shows posterior medians, 95% equal-tail credible intervals and
Bayesian two-sided p-values for the parameters in the Final Model. It
is seen that neither for the emergence and nor for the caries process there is
a significant difference between the four permanent first molars. However, the
molars of girls emerge significantly earlier than those of boys. With respect
to caries experience, the difference between boys and girls is not significant at
5%. However all remaining covariates have a significant impact on the caries
process. Namely, daily brushing increases the time to caries with a factor of
exp(0.337) = 1.40 compared to less frequent brushing. Presence of sealants
increases the time to caries with a factor of exp(0.119) = 1.13. On the other
hand, the presence of the plaque decreases the time to caries with a factor
of exp(—0.114) = 0.89 and the fact that the neighboring deciduous second
molar is either decayed, filled or extracted due to caries decreases the time
time to caries with a factor of exp(—0.140) = 0.87.

Figure @4 shows the posterior predictive survival and hazard functions for the
time to caries on the upper right permanent first molar of boys, for ‘the best’,
‘the worst’ and two intermediate combinations of covariates (the curves for
the remaining teeth and girls are similar). It is seen that when the teeth are
daily brushed, plaque-free and sealed the hazard for caries starts to increase
approximately 1 year after emergence however then remains almost constant.
Whereas, when the teeth are not brushed daily and are exposed to other risk
factors the hazard starts to increase already approximately 6 months after
emergence. After a period of constant risk then the hazard starts to increase
again.

The peak in the hazard for caries approximately 1 year after emergence was
observed also by Eﬂgmﬂ ) and can be explained by the fact that
teeth are most vulnerable for caries soon after the emergence when the enamel
is not yet fully developed. This peak is also present, although with a different
size and with a slight shift, for all covariate combinations. On the other hand,
for covariate combinations reflecting good oral health and hygiene habits, the
hazard remains almost constant after the initial period of highly increasing
risk whereas for combinations of covariates reflecting bad oral conditions the
hazard starts to increase again approximately 3 years after emergence. This
shows clearly the relationship between caries experience and oral health and
hygiene habits.

Finally, Figure .3 shows Bayesian predictive error and random effect density
estimates. The estimate of the emergence random effect density gq suggests
the children could be divided, even after conditioning on gender, into two
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Caries: survival function
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Figure 9.4: Signal Tandmobiel® study, Final Model. Posterior predictive
caries free (survival) and caries hazard curves for tooth 16 of boys and the
following combinations of covariates: solid and dashed lines for no plaque,
present sealing, daily brushing and sound primary second molar (solid line)
or dmf primary second molar (dashed line), dotted and dotted-dashed lines
for present plaque, no sealing, not daily brushing and sound primary second
molar (dotted line) or dmf primary second molar (dotted-dashed line).
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Figure 9.5: Signal Tandmobiel® study, Final Model. Estimates of the densi-

ties of the error terms and random effects.



9.7. EXAMPLE: SIGNAL TANDMOBIEL® STUDY — CLUSTERED
DOUBLY-INTERVAL-CENSORED DATA 183

groups: early and late emergers. Also, the children can be divided into
two groups with respect to caries sensitivity (see random effect density gp).
Finally, as the estimate of the caries error density g. shows three modes it
seems that there are other important factors influencing the caries process
besides the included covariates.

9.7.5 Conclusions

This section showed how the Bayesian penalized mixture CS AFT model can
be used to analyze clustered doubly-interval-censored data. Owing to flexible
distributional assumptions it was not here necessary to perform the classical
checks for correct distributional specification. Clearly, this step cannot be
avoided when using fully parametric methods. However, for censored, or let
alone doubly-interval-censored data, this is far from trivial. As was illustrated
in this section new important findings concerning the distribution of the event
time, derived e.g. from the shape of the hazard function, can be discovered
when avoiding strong parametric assumptions.

Further, we point out that the Basic Model corresponded, for comparison
purposes, as closely as possible to the model used by ].m;uit_aﬂ (|2_O_Oﬂ) The
differences were in detail outlined above. The most important one is that we
used here the flexible and cluster-specific (conditional) model fitted in the
Bayesian way, whereas in Ilmm_a.]_] (|21)_Oﬂ) a parametric and population-
averaged (marginal) model fitted using a frequentist method. The results for
the regression parameters of the caries part of the model correspond quite
closely to the earlier findings of II_@_m;uzt_a.l] (IZQ_Oﬂ) where, however, no at-
tempts were done to simplify the model. Nevertheless, our results largely
confirmed their findings. Namely, they found the overall effect (on all four
teeth) of all factors except gender to be significant with p-value < 0.001. For
the effect of gender they observed a p-value of 0.060 compared to 0.085 found
by us. Due to the fact that |Lem;u1t_a.].] (IZQ_Oﬂ) used a parametric log-logistic
AFT model, they could not reveal the second period of increased hazard
found here.

Finally, we have to admit that some covariates used in our dental application
should actually be treated as time-dependent. Unfortunately, with our and
any other method where the distribution of the event time is specified using
a density and not using an instantaneous quantity like the hazard function,
inclusion of time-dependent covariates is difficult.
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9.8 Example: EBCP data — multicenter study

In this section, we re-analyze the Early Breast Cancer Patients data intro-
duced in Section [ using the penalized mixture cluster-specific AFT model
and compare the results to the results of the earlier analysis conducted using
the classical normal mixture cluster-specific AFT model (see Section ).

Except for the model for the error distribution of the AFT model, we fitted
exactly the same models as in Section Here is their brief overview. The
response event time T;;, ¢ = 1,...,14, [ = 1,...,n;, 25 < n; < 902 is the
progression-free survival (PFS) time of the [th patient treated by the ith
center. In the CS AFT model ([@2), a bivariate random effect b; = (b; 1, b;2)’
with the covariate vector z!, = (1, trtmtGroup; ;)" is included to allow for
the baseline heterogeneity as well as the heterogeneity with respect to the
treatment effect across centra. The covariate vector for the fixed effects is
given by

:cﬁ,l = (ageMid, ;, ageOld, ;, tySu; ;, tumSiz; ;, nodSt; ;, otDis; ,
regionNL,, regionPL;, regionSE;, regionSA,)’.

See Section for explanation of the meaning of the single covariates.

Analogously to Section B9, besides the model with region described above
we fitted also the model without region for which the covariates regionNL,
regionPL, regionSE, and regionSA were omitted from the covariate vector a:ﬁl
The motivation for this step was an attempt to see whether the the regional
structure can be revealed from the estimates of the individual random effects
bi1,i=1,...,14.

For the inference we sampled two chains, each of length 125000 with 1:5
thinning which took about 2.5 hour on a Pentium IV 2 GHz PC with 512
MB RAM. For the inference we kept the last 25000 iterations of each chain.

9.8.1 Perior distribution

To specify the penalized mixture defining the distribution of the error terms
g1, 4 = 1,...,N, Il = 1,...,n; we used the grid of equidistant knots of
length 31 (K = 15) defined on the interval [—4.5, 4.5] with the basis standard
deviation o = 2(pj—p;—1)/3 = 0.2. In the prior (@), we used the third order
differences (s = 3). Further, the smoothing parameter A\ as well as the error
precision parameter (7°)~2 were given a dispersed Gamma(1, 0.005) prior.
The intercept parameter o as well as all fixed effect regression parameters
B and the parameter -, 2 — the mean of the treatment random effects b; o
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Table 9.2: Early breast cancer patients data. Posterior medians, 95% equal-
tail credible intervals and Bayesian two-sided (simultaneous) p-values for the
effect of covariates.

Model with region Model without region
Poster. Poster.

Parameter median  95% CI median  95% CI
Treatment group p=0.084 p=0.074

surgery alone —0.153  (—0.325, 0.026) —0.150 (—0.310, 0.015)
Age p=0.026 p=0.014

40-50 years 0.325 (0.059, 0.585) 0.344  (0.088, 0.619)

> 50 years 0.285  (0.041, 0.520) 0.313  (0.073, 0.565)
Type of surgery p = 0.008 p =0.007

breast conserving 0.229  (0.053, 0.404) 0.248 (0.078, 0.420)
Tumor size p < 0.001 p < 0.001

> 2cm —0.462 (—0.643, —0.283) —0.470 (—0.656, —0.288)
Nodal status p < 0.001 p < 0.001

positive —0.599 (—0.758, —0.442) —0.605 (—0.771, —0.440)
Other disease p=0.016 p=0.015

present -0.323  (—0.605, —0.059) —0.335 (—0.609, —0.067)
Region p = 0.007

the Netherlands —0.403 (—0.737, —0.017)

Poland 0.349 (—0.113, 0.802)

South Europe —0.339 (—0.729, 0.033)

South Africa —0.737 (-1.161, —0.320)

— were given a dispersed N(0, 100) prior. Finally, the covariance matrix
Dy of the random effects got an inverse Wishart prior with df, = 2 and
Sp = diag(0.002).

9.8.2 Effect of covariates on PFS time

Table shows the posterior summary for the effect of considered covariates
in both models with included or excluded covariate region. In the model with
region included, surgery alone decreases the time to the cancer progression by
the factor of exp(—0.153) = 0.86 compared to the surgery given together with
the perioperative chemotherapy. However, as well as in the previous analysis
in Section B the difference is not significant at conventional 5% level.
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Table 9.3: Early breast cancer patients data. Posterior medians and 95%
equal-tail credible intervals for the moments of the error distribution and
variance components of the random effects.

Model with region Model without region
Poster. Poster.
Parameter median  95% CI median  95% CI

Moments of the error distribution

E(e) 9.155 (8.771, 9.525) 8.967 (8.570, 9.353)

sd(e) 1.481 (1.356, 1.663) 1.470  (1.352, 1.639)
Variance components of the random effects

sd(bi1) 0.111  (0.024, 0.336) 0.302 (0.157, 0.541)

sd(bs2) 0.057  (0.020, 0.217) 0.074 (0.022, 0.245)

corr(b; 1, bi2) —0.219 (—0.987,0.963) —0.675 (—0.993, 0.980)

Also the results for the effect of remaining covariates is very similar to the
results of the earlier analysis given in Table Bl Firstly, again, the estimates
in both models — with and without region — are almost the same. Further,
according to the model with region included, in the middle age group 40 —
50 years, the time to the progression of cancer is increased by the factor
of exp(0.325) = 1.38 compared to the youngest group <40 years. For the
patients from the oldest group >50 years, this time is increased by the factor
of exp(0.285) = 1.33 compared to the youngest group. The variable breast
conserving surgery increases the PFS time by the factor exp(0.229) = 1.26
compared to mastectomy. Further, the tumor of size >2 c¢m decreases the
PF'S time by the factor of exp(—0.462) = 0.63 compared to the smaller tumors
of size <2 e¢m. A positive pathological nodal status decreases the PFS time
by the factor of exp(—0.599) = 0.55 compared to the negative result. The
presence of other related disease decreases the PFS time by the factor of
exp(—0.323) = 0.72. Analogously to Section B0, the effect of the geographical
reason on the PFS time is highly significant with the same ordering of regions,
namely Poland performs the best, followed by France, South FEurope, the
Netherlands and South Africa.

Finally, Figure @8 illustrates rather small effect of the perioperative therapy
compared to surgery alone on the posterior predictive survival curves drawn
for region = France and two typical combinations of covariates. More or less
the same picture has been seen also in Figure referring to the results of
the earlier analysis.
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Figure 9.6: Early breast cancer patients data. Predictive survival curves
based on the model with region for region = France, and two typical com-
binations of covariates: (1) breast conserving surgery, tumor size >2 cm,
negative nodal status and no other associated disease (9.79% of the sam-
ple), (2) mastectomy, tumor size >2 cm, positive nodal status and no other
associated disease (13.88% of the sample).
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9.8.3 Predictive error density and variance components of
random effects

Table gives posterior summary statistics for the moments of the error
distribution and the variance components of the random effects. Also in this
case, the results are very similar to these related to the earlier analysis and
shown in Table Furthermore, the 95% equal-tail credible interval for
the correlation between the overall center level and the treatment x center
interaction covers again almost the whole range (—1, 1) of possible value.
This is also seen on the scaled histograms of sampled values of ¢ in Figure
S, (

The estimates of the error densities in both models with and without the
covariate region are shown in Figure It is seen that exclusion of the
covariate region had hardly an effect on the estimated error distribution.
Indeed, since this covariate only groups different centra (clusters), its omission
approved itself mainly in the variability of the random intercept b; ; (see Table

a3).

Model with region Model without region

Posterior density
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Figure 9.7: Early breast cancer patients data. Scaled histograms for sampled
COIT(bZ‘,l, bi,g).
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Figure 9.8: Early breast cancer patients data.
densities.
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Figure 9.9: Early breast cancer patients data, comparison of the penalized
mixture CS AFT model (solid lines) and the classical mixture CS AFT model
(dashed lines). Predictive survival curves based on the model with region
for region = France, and two typical combinations of covariates: (1) breast
conserving surgery, tumor size >2 c¢m, negative nodal status and no other
associated disease (9.79% of the sample), (2) mastectomy, tumor size >2 cm,
positive nodal status and no other associated disease (13.88% of the sample).
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Figure 9.10: Early breast cancer patients data. Posterior means and 95%
equal-tail credible intervals for individual random effects. Random intercepts
are further shifted by the error mean E(¢) and in the model with region also
by a corresponding region main effect ((region).
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The shape of the estimated error density seems to be somewhat different
from what has been found using the classical mixture model in Section
(Figure BI]). In Figure Bl the shape similar to what is seen now (Figure
[E]) can only be found when looking at conditional predictive densities, given
K > 1. However, both estimated error distributions lead to almost the same
estimates of the survival curves as it is seen in Figure

9.8.4 Estimates of individual random effects

Finally, Figure 10 shows estimates of individual random effects. Analo-
gously to Figure BI2 the plots related to the random intercept takes into
account also the mean of the error term and in the case of the model with
region also the appropriate main effect of region. It can be seen that, anal-
ogous to the remaining model characteristics, Figure resembles quite
closely Figure Among other things, also here the estimates of individ-
ual random intercepts in the model without region managed quite nicely to
capture also the region effect.

9.8.5 Conclusions

The main purpose of this section was to explore how the chosen method for
the estimation of the error distribution influences the results of a particular
analysis. We have seen that, except for the estimate of the error distribution
itself, the differences were almost negligible. Moreover, although the esti-
mated shapes of the error distribution were somewhat different they both led
to almost identical survival curves.

9.9 Discussion

A semiparametric method to perform a regression analysis with clustered
doubly-interval-censored data was suggested in this chapter. We opted for
a fully Bayesian approach and MCMC methodology. Note however, that
similarly as in Chapter B, the Bayesian approach is used only for technical
convenience to avoid difficult optimization unavoidable with more classical
maximum-likelihood based estimation. Remember that we use a penalty-like
prior distribution for the transformed mixture weights a and vague priors for
all remaining parameters. We did not make any attempt to use any prior
information although it could have been utilized. Taking into account the
above reasoning, we conclude that similar results would have been obtained
if the penalized maximum-likelihood estimation had been used.



Chapter

Bayesian Penalized Mixture
Population-Averaged AFT Model

In Section @7, we evaluated the impact of several covariates on the time to
caries of the permanent first molars which are the teeth most often attacked
by caries during childhood. It was also of interest to know whether the
covariates have the same effect on all teeth. Hence all four teeth had to
be modelled jointly. In the same section, univariate cluster-specific random
effects have been included in the model expression to account for within-
cluster dependencies. Given these random effects, the observations within
each cluster were assumed to be independent. Distributional parts of the
model were specified as penalized univariate normal mixtures.

However, it is also of interest to evaluate the association between the times-to-
caries of the studied teeth. Nevertheless, the approach of Chapter @ treats the
within-cluster association as nuisance and, except for the estimated variance
of the random effects, it does not give a direct measure of the within-cluster
association. For this reason, we modify the method of Chapter Bl and assume
a multivariate error distribution as a penalized multivariate normal mixture
with a high number of components with equidistant means and constant
covariance matrices.

For the explanatory and also computational reasons we describe only a bi-
variate version of the model as given by [Komarek and Lesaffrd (IZOQﬁd) and
apply it to the analysis of right permanent first molars in Section [LA The
approach of this chapter allows to visualize the estimated bivariate error dis-
tribution and evaluate the association of paired responses.

In Section MOl we specify the penalized mixture population-averaged AFT

193
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model. Further, the prior distributions are given and posterior distribution
is derived in Section M2 Section provides the details of the Markov
chain Monte Carlo method in the context of the model of this chapter. In
Section [[L4], we show how the association between the paired responses can
be evaluated. Estimation of the survival distribution is discussed in Section
The analysis of the doubly-interval-censored caries times of the right
permanent first molars is given in Section [0 Finally, we provide discussion

in Section 04

10.1 Model

A similar notation as in Chapter @l will be used here. That is, let U;; and V;;,
i=1,...,N, 1 =1,2 be the onset time and the failure time, respectively for
the lth unit of the ith cluster in the study. Let T;; = V;; — U;; denote the
corresponding event time The onset time U;; is only observed in an interval
|u lev Y |. Similarly, we only know that the event time V;, lies in an interval
LvZLJ, vZUJJ

Further, let ', be the vector of covariates which might have an effect on the
onset time U;; and a: ; be the vector of covariates which can possibly influ-
ence the event time TZ 1 Additionally, we assume that the onset times vector
(Uin, Ui2)' and the time-to-event vector (7; 1, T;2)" are, given the covariates,
for each ¢ independent (see Chapter [ for a detailed discussion of this as-
sumption) and that the interval censoring is independent and noninformative
(e.g. pre-scheduled visits, see Section ZZ]).

The distribution of (U; 1, Ui, T;1, Ti2)', i = 1,..., N, given the covariates,
is given by the following accelerated failure time model:

log(Ui1) = 'z} + Gia, (10.1)
log(Viy — Usy) = log(Ty1) = B'zf,; + €, (10.2)
i=1,...,N, 1=1,2,
where § = (01,...,0m,) and B = (f1,...,0m,) are unknown regression
parameter vectors, ¢; = ((i1,Ge2), @ = 1,..., N are i.i.d. random vectors

with a bivariate density g¢(¢1,¢2) and similarly, €; = (g5,1,€i2)', 1 =1,...,N
ii.d. random vectors with a bivariate density g(e1,€2).

10.1.1 Distributional assumptions

Our model for the unknown bivariate densities g.(e1, €2) and g¢(¢1, (2) is mo-
tivated by a penalized smoothing as introduced in Section and directly
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generalizes the method used in Chapter [ into higher dimensions.

Let Y = (Y1, Y2)' be a generic symbol for either € = (g1, £2) or ¢ = (1, (2)'
and ¢g(y) = g(y1, y2) be a generic symbol for its density. We express the
unknown density ¢g(y) as a location-and-scale transformed finite mixture of
bivariate normal densities with zero correlation over a fized fine grid with
knots u(jh]é) = (Mle, /J/2’j2),, j1 = —Kl, ey Kl, j2 = —K2, ce ,K2 that are
centered around zero, i.e. p(g ) = (0, 0)’. The means of the bivariate normal
components are equal to the knots and their covariance matrices are all equal
but fixed to ¥ = diag (0}, 03). Thus,

9(y) = (10.3)
K1

Yr— o Y2 — Qo
7'17'2 Z Z w]mz 902( n ‘u(]17]2)’ >

J1=—Ki jo=—

In expression ([[IJ), the intercept term a = (a1, 1)’ and the scale pa-
rameters vector T = (11, 72)" have to be estimated as well as the matrix A =
(aj,42)s 1 = —Kq,..., K1, ja = =Ko, ..., K of the transformed weights. See
(ETT) for the relationship between A and W = (wj, ;,), 1 = —Ki,..., Ky,
jo = —Kos,...,Ky. The density of the zero-mean, unit-variance random vec-

!/
tor Y* = <7'1_1(Y1 —ay), 7y (Yo — a2)> is a density of the bivariate normal
mixture with uncorrelated components given by (EZI).

In the following, let G. refers to the set {X°, u®, af, 76, We, A®) A®} which
contains the parameters defining the distribution of £ and a smoothing param-
eter vector A* which we will discuss in Section [IZZTl Similarly, let G¢ refers
to the set pS, aS, 7¢, We, AS, /\C} which contains the parameters defining
the distribution of ¢ and a corresponding smoothing parameter vector A.
Finally, let G be a generic symbol for G. or G.

10.1.2 Likelihood

Let p denote a generic density. The likelihood contribution of the ith paired
response equals

i, 1 —Uq,1 i, 2 U2
L; = jé j{ jé jé p(uin, w2, tit, tio)
Vi’ — Ui, v 2—uZ 2

dtz‘,2 dt; du; 2 du;y
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U U

U1 Ui o
= p(uin, ui2) (10.4)
b, Jur,
7,1
i, 1 —Uj1 7, 2_u1 2
7{ 7{ tin, ti) dtiodt; 1 pdu;o dug g,
v L —ui J 27uZ 2

p(tin, tio) = (tintio) " ge{log(tin) — B'm;q, log(tiz) — B'wi2},
p(uit, wip) = (uin wi2) " gc{log(ui) — 8z 1, log(uie) — 822},

where

are obtained using the expression ([[I3) for g. and g.

In another context, Ehm_Lﬁsaﬂm_and_EulQnﬁI (IZQ_OA) used an expression

similar to (IIL3)) to model a density of the random intercept and slope in the
linear mixed model with uncensored data. Further, ngamMnd_I@saﬂrd

) used this approach to model a density of bivariate simply-interval-
censored data without covariates. In both papers, a penalized maximum
likelihood method has been used to estimate unknown parameters. In our
context, however, a maximum likelihood procedure is difficult and computa-
tionally almost intractable. Like in Chapter [l we suggest to use the Bayesian
approach together with MCMC methodology.

10.2 Bayesian hierarchical model

Let @ be a vector of all unknown parameters in our model. We assume the
hierarchical structure represented by the directed acyclic graph (DAG) shown
in Figure LIl The DAG implies the following prior distribution:

N
0) H{P(w,l, Vi,2 | Ui, Ui2, i1, ti,2) X
i=

p(zla 12{B7 5117522) X p(uzh uzZ{(s Czla CzZ) X
p(eits €2 | Gey 751, 752) X (G, G2 | Ge 7“,;1, 72) x  (10.5)
(rf

pri1, T z2|g€) Xp(zp z2|gC)}
p(Ge) x p(Gc) x p(d) x p(B).

The DAG child-parent conditional distributions and priors for the parameters
residing on the top of the hierarchy are similar to these used in Chapter[@ We
give a brief overview and highlight the differences with the bivariate model
considered here.
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10.2.1 Prior distribution for ¢

The structure of the prior d
in Section @271 i.e.

istribution of the generic node G is the same as

p(G) o< p(A[X) p(A) p(e) p(T).

With the bivariate setting, the number of unknown elements of the matrix A
is naturally much higher than with the univariate setting used in Chapter M,
namely it is equal to (2K7+1) X (2K2+1) (e.g. equal to 961 in the analysis of

Onset

Event

9¢

HQO®) OO OFF

SIS Se
(&9

Figure 10.1: Directed acyclic graph for the Bayesian penalized mixture

population-averaged AFT m

odel.
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the Signal Tandmobiel® data in Section[@H). With an uninformative prior
for A, this could cause overfitting of the data or identifiability problems.

Spatial prior for A

Since the (transformed) mixture weights correspond to spatially located nor-
mal components, a Gaussian Markov random field (GMRF) prior (see, e.g.,
|B.esa.g_et_a.l], |].9_95, Section 3), common in spatial statistics, can be exploited
here. Such a prior distribution can be defined by specifying the conditional
distribution of each aj, j, given remaining ay, k,, (k1,k2) # (j1,72), here de-
noted as A_(j, ;,), and the hyperparameter A that controls the smoothness.
Usually, only a few neighboring coeflicients are effectively used in the spec-
ification of p(aj, j, | A_(j, j,)» A)- A commonly used conditional distribution
is a normal distribution with expectation and variance equal to

Qjy—1,jo T Qjyi 41,52 T Qjy jo—1 T Qjy jat1
o o _ Yii—1,72 Jit+1,52 J1,J2 J1,J2 B
E(ah,m ’A*(]L]Q)’ )‘) - 2
j1—1,5o—1 T Qjy—1 jo+1 + Qi 41 jo—1 + Qj1 41 jo41
4 )
_ —1
var(aj, j, | A_(j, jo)s A) = (4N 7, (10.6)

respectively, based on the eight nearest neighbors and local quadratic smooth-
ing. Note that the expectation and variance formulas have to be changed
appropriately on edges where only five neighbors are available and in corners
where we have only three neighbors out of the original eight. Namely, for the
edge given by 71 = Ki:

AKq,ja—1 + QK1 ,ja+1 _
2
K1 —1,jo—1 T OK;—1jo+1
2
Val“(a[(hj2 ‘Af(Khjz)? )\) = (2)\)_1, Jo=—Ko+1,..., Ky —1,

E(ar, jp | A (k1 jo)s A) = @150 +

and similarly for the remaining edges. In the corner given by (ji,j2) =
(Ky, K3):
E(ar, i, | A (k1 K5)0 A) = Gk 1Ky + QK Ky—1 — QK —1,Ka 1,
var(aKl,K2 \A_(KI,K”, )\) =21
and similarly for the remaining corners.

Let a denote the matrix A stacked into a column vector. Using a bivariate
difference operator

Aaj, g, = Qjyjo = Q141,52 = Qg jo+1 T Qg +1,jo+15
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and denoting D the associated difference operator matrix, the joint prior of all
transformed weights A given the smoothing hyperparameter A can be written
as

\ Rl Kl \
2
p(A | A) x exp{—E | Z | Z (Aaj, ) } = exp(—ia/]D/]Da) (10.7)
J1=—K1 jo=—K>

which shows that the DAG conditional distribution p(A | A) specified as a GMRF
is multivariate normal with covariance matrix A~! (]D/ ID))f, where (]D/ ID)) ~ de-
notes a generalized inverse of I’ID. Although this distribution is improper
(the matrix D'D has a deficiency of 2(K7 + K3) 4+ 1 in its rank) the result-
ing posterior distribution is proper as soon as there is some informative data

available, see [Besag et_all (1995).

Conditionally univariate difference prior

An alternative prior, still belonging to the class of GMRF, corresponding
closely to the prior for A used in Chapter @ is obtained by considering a uni-
variate difference operator for each row and each column of the matrix A
with possibly two different smoothing hyperparameters stacked in a vector
A = (A1, \2)’ acting on rows and columns separately. Then

A Ky Ko )
1 S
p(A|A) x exp{—j S (Afas)

J1=—K1 jo=—Ko+s

o Ko K1 . ,
Y Y e

Je=—Kz j1=—Ki+s
1
= exp{—§ a’ ()\1 ]D/l]D)l + A9 ]D)I2]D2) G,} (108)

where A}, [ = 1,2 denotes a difference operator of order s for the /th dimen-
SiOIl7 e.g. Afli Ajy 5o = Qg5 — 3aj17j2_1 + 30,]‘17]'2_2 — Qjy,j5—3 and Dl and DQ
are the corresponding difference operator matrices for each dimension. This
prior distribution corresponds to a local polynomial smoothing of degree s—1
in each row and each column of the matrix A. For example, the conditional
mean and variance are given (for s = 3 and except on the corners and on
edges) by

M AL A4

A1+ Ao
1
var(ajy j, | A (jy o) A) = 2000 1 09)’ (10.9)

g1 1J2

E(ajjo [A_(j,j2)» A)
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ajr-3—6ajk 2+ 15a;r 1+ 150511 — 605,12+ ajr13
20 '

Both the spatial prior for A and the conditionally univariate difference prior
for A put higher probability mass in areas where spatially close coefficients of
the matrix A do not substantially differ. In other words, a priori, we believe
that the estimated densities g¢(Ci, ¢2) and g (g1, €2) are smooth. In general,
prior ([[IF)) leads to better a fit in our context and hence is preferred.

Al =

Prior for the smoothing parameter

The X parameter in the prior (7)) or the components Ay, Ay of the A param-
eter in the prior (L) determine, together with the fixed difference operator
matrix D, the precision of the transformed weights A. We assign these pa-
rameters standardly used highly dispersed (but proper) Gamma priors.

Prior for the mixture intercepts and scales

The intercept parameters af, o5, a%, ozg can obtain a vague normal prior
unless there is some external information available. For the scale parameters
T, T, Tf, 7'2C we suggest to use either the uniform prior or a highly dispersed

inverse-Gamma prior for the squared scale parameters.

10.2.2 Prior distribution for the generic node Y

To specify the prior distribution of the generic node Y, i.e. of the nodes €; and
¢;,i=1,...,N, we introduce, analogously to Chapter @ and using the idea
of Bayesian data augmentation (see Section EE3)), latent allocation vector r =
(r1, 72)" that can take discrete values from {—Ki,..., K1} x {—Ka,..., K3}
Its DAG conditional distribution is given by

Pr(r = (j1, j2)'|G) = Pr(r = (j1, j2)' |W) = wjy ju,
g1 €{-Ki,...., K1}, jo € {—Ka,...,Ka}.
The DAG conditional distribution of the generic node Y is then simply bi-
variate normal with independent margins:
Py, v21G, 11, 12) = wa(y | o+ diag(T) sy, 1), diag(r) X diag(7)).

Without introducing the latent allocation vectors we would have to work with
p(y|G) =ply|p X, a, 7,W) which is a bivariate normal mizture given by

([0.3).
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10.2.3 Prior distribution for the regression parameters and
time variables

The prior distribution of the regression parameters and the time variables
is exactly the same as in Chapter @ That is, the regression parameter vec-
tors B and § are given a vague normal prior unless there is some external
information available. Finally, the nodes uﬁl, ugl, viLJ, UZUJ, tﬁl and tgl have,
conditionally on their parents, the Dirac distribution driven by the censoring
mechanism and the true onset, failure or event time, respectively. See Section
with an obvious change in notation. Finally, remember that we do not
have to specify an exact form of the censoring mechanism as soon as it is

noninformative and independent.

10.2.4 Posterior distribution

The posterior distribution is given as a product of all DAG conditional dis-
tributions. See Section B2ZZH for details.

10.3 Markov chain Monte Carlo

In practice we obtain a sample from the posterior distribution using the
Markov chain Monte Carlo method and base our inference on this sample.
Analogously to Chapter @, the basis for the MCMC algorithm is Gibbs sam-
pling (Geman and Geman, 1984) using the full conditional distributions. In
the situations when the full conditional distribution was not of standard
form we used either slice sampling (@, M) or adaptive rejection sam-
pling (IGjlks_and_“Lﬂ.d, hﬂQ_ﬂ) For most parameters the full conditionals are
identical (with only a slight change in notation) to those given in Section
and we refer the reader thereinto.

Here we mention only the full conditional distribution for the transformed
mixture weights which, due to the bivariate nature considered here, differs
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£

4

from that in Chapter @ and is equal to

exp(N;, iy, ja)
p(aj17j2| ) X Kl K2J1 L N X
{2 3 enlanm)
k1=—K1 ka=—K>
2
{ajmé - E(ajmé ‘A—(j17j2)7 ’\)}
exp | — ,
2 var(aj, jy | A—(jy ) A)
1 = _K17...7K1, ']2 — _KQ,...7K2,
Where Nj, j, denotes the number of latent allocation vectors r; that are equal

to (j1, j2)’ and E(ajm2 \A_(jmé), )\) and Vaur(ajm2 \A_(jmé), /\) follow from

10.4 Evaluation of association

The association between the paired responses, after adjustment for the effect
of covariates, can be evaluated for example using the Pearson correlation
coefficient of the error terms (; 1 and (; 2, or €;1 and ¢; 2, respectively. For
example, the Pearson correlation coefficient of the error terms €;; and €
equals

K1
z z §1J2 (’ui]i o Mle) (’ug,]é o MQ&)

_ J1=—K1 jo=—
- 1 Ko 1
e\ | 2 £\2 € e age) L2
{( ?+ Z wh,y (145, Ml)} {(02) + 3 wig (g, — M)
j1=—K1 Jo=—Kao
where
K>
e _ € S e _ € €
Wi = Y W =Ko Ky M=) wh i,
Jjo=—Ka j1:—K1
K
e _ € s
w+]2 - Z wj17j27 .]2 - _K2’ e 7K27 Z w+]2/“1’2,_]2
j1=—K1 jo=—K

Another popular measure of association for censored data is the Kendall’s
tau, denoted by Txeng, of which one advantage is that it is invariant towards
monotone transformations. This implies in our context that after adjustment
for the effect of covariates, the same value of the Kendall’s tau is obtained
for both the original event times and for their logarithmic transformation
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represented by the error terms. For example for the time-to-event part of the
model, given the model parameters, the Kendall’s tau 75, ,; is equal to

Ky
€ _
Tkend =4 Z Z Z Z wJ17J2 k1k2

J1=—K1 jo=—Ko k1=—K1 ko=—

(D(Ml,jl - Ml,kl) @(Mm - ﬂz,l@) _
\/50‘{ \/505

ce Bogaerts and Lesaffrd (2006) for details.

10.5 Bayesian estimates of the survival distribution

10.5.1 Predictive survival nad hazard curves and predic-
tive survival densities

The estimates of the survival and hazard functions or the survival densites for
a specific combination of covariates are estimated by the mean of (posterior)
predictive quantities. In practice, this is done analogously to Sections
and However, due to the bivariate approach in this chapter, we have
to distinguish between the quantities for the first margin: the onset time Uy
and the event time 77 and for the second margin: the onset time Uy and the
event time T5.

For example, to get the Bayesian estimate of the predictive survival function

of the event time 77, given the covariates x!,, and 2!,
relationship (BI1) while replacing the expression (&Id) by

we can use the

(tl ’0 mnew? zfmew) = (1010)
Z w, y ®{log(tr) — B'ah, — b2l | 0f + 7505, (0575)%)
J1=—Ki

To get the Bayesian estimate of the predictive survival density of the event
time 77, we replace the expression (BI8) by

(tl | 0, $new’ Zﬁzew) = (1011)
Z wi, 4 p{log(t) — Bl — b2y, | of + m5us .. (0572,
Ji=—K1

Analogously, the quantities for the event time 75 in the second margin and
for the onset times U; and Us are obtained.
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10.5.2 Predictive error densities

The MCMC estimates of the predictive error densities are obtained in the
same way as explained in Section We only have to use a bivariate
counterpart of the expression (EDH), i.e. for the event error density we use

M
N 1 ,(m ,(m)y —1
Geler, e2) = 7= Zl{ (r5 M5 (m)y (10.12)
Kl 87(771) 8 (m)
,(m) €1 — oy €2 —
Z Z w]l J2 < e,(m) ’ 5 (m) ‘ /"'(j1,]2 Ea) }
J1=—Ki jo=— T

10.6 Example: Signal Tandmobiel® study — paired
doubly-interval-censored data

In Section @1 we have analyzed the time to caries of the permanent first mo-
lars based on the data from the Signal Tandmobiel® study using the cluster-
specific AFT model. The results were compared to the earlier analysis of
ILeroy ef. all (|2_O_Oﬂ) In this section, we perform a similar analysis. However,
for practical reasons (see the introduction to this chapter) it is only possible
to analyze a pair of teeth. In our analysis, we concentrated on differences
between the maxillary (upper) and mandibular (lower) teeth and analyzed
separately the pair of right teeth (teeth 16 and 46) and the pair of left teeth
(teeth 26 and 36). The results for both pairs were very similar so we report
only the results for the right teeth in this thesis. Due to the fact that a (para-
metric) population-averaged AFT model was used by ILeroy et all (|2.0.0£1), the
results presented in this section can even more closely be compared to their
findings.

The analysis proceeded in a similar way as in Section with only changes
related to the fact we analyze only two teeth now. Specifically, the onset
time Uy, i = 1,...,N, | = 1,2 refers to the age (in years) of the ith child
at which the Ith tooth (I = 1 = tooth 16, | = 2 = tooth 46) emerged. The
failure time V;;, ¢ = 1,...,N, | = 1,...,2 refers to the onset of caries and
the event time T;; to the time between the emergence and the onset of caries.
As explained in Section 7 left-censored emergence times were transformed
into interval-censored ones based on the clinical eruption stage. Finally, as in
Section B we subtracted 5 years from all observed times, i.e. log(U;; — 5)
was used in the left-hand side of the model formula ([[J]). Analogously to
Section @7, we started the analysis with the Basic Model and based on
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the results for the Basic Model we subsequently fitted its simplified version,
referred as the Final Model.

10.6.1 Basic Model

In the Basic Model we allowed for a different effect of the covariates on both
emergence and caries experience for the maxillary and mandibular tooth,
respectively. That is, in the AFT models () and ([[@Z) we used the
following covariate vectors x¥; and x!, for the emergence and caries parts of
the model, respectively. , ,

ar:;fl = (gender;, jaw, ; * gender;)’,

!

—(mt ~1
il = (%,l, Jaw;  * %z)a

where

:Eg’l = (gender,, statusD, , statusF; ;, statusM; ;,

brushing,, sealants; ;, plaquePF; ;, plaqueT, ;).

The covariate jaw is dichotomous (1 = mazilla, 0 = mandible) and distin-
guishes between the maxillary and mandibular tooth. It replaces the covari-
ates tooth26, tooth36, tooth46 used in Section @71l Note that as well in the
caries part as in the emergence part of the model the main effect of jaw is
expressed by the intercept terms af and af, respectively. See Section 711
for the explanation of the remaining covariates.

10.6.2 Final Model

In the Final Model, we excluded all interaction terms with the covariate jaw,
i.e. we assumed that the studied factors have the same effect on the emergence
and caries for both the maxillary and mandibular tooth. Additionally, as
in Section 71 we binarized the covariates plaquePF, plaqueT and statusD,
statusF, statusM into new covariates plaque and status, respectively. Bayesian
two-sided p-values and for factors with more than two levels simultaneous
two-sided Bayesian p-values (see Section ELGZ) were used to arrive at the
Final Model.

10.6.3 Prior distribution

To model the bivariate densities g and g. we used in both cases a grid of 31 x
31 (K; = Ky = 15) knots with the distance d between the two knots in each
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margin equal to 0.3 and the basis standard deviations of = 05 = 0% = O'g =

0.2. The grid of knots is defined on a square [—4.5, 4.5] x [—4.5, 4.5] which
covers the support of most standardized unimodal distributions (unimodality
was checked after the analysis).

For the transformed mixture weights A® and A¢ we used the prior (LX) with
the differences of the third order (s = 3). The smoothing parameters \j, A3,
)\g, )\g were all assigned dispersed Gamma(1, 0.005) priors. The same priors
were used also for the scale parameters 77, 75, Tf , 7'2C . The intercept terms
of, o3, ag, ag as well as regression parameters contained in vectors 3 and §

were all assigned dispersed N(0, 100) priors.

10.6.4 Results

For each model we ran 250000 iterations with 1:3 thinning and kept last
25000 iterations for the inference. Sampling for each model took about 68
hours on a 3 GHz Pentium IV PC with 1 GB RAM.

Results for the Basic Model

Table [l shows the posterior medians, (simultaneous) 95% equal-tail credi-
ble intervals and (simultaneous) Bayesian two-sided p-values for the effect of
each considered factor on emergence and caries experience, separately for the
maxillary and the mandibular tooth.

It is seen that the results for the mandibular and the maxillary tooth are very
similar. Indeed, the interaction terms between jaw and the remaining factor
variables were all non-significant at 5%, namely, the p-values were > 0.5,
> 0.5, > 0.5, 0.262, > 0.5, 0.145, respectively for the interaction with gender
in the emergence and the caries part of the model, and for the interaction
with brushing, sealants, plaque, and status, respectively.

Additionally, we computed the (simultaneous) Bayesian two-sided p-values
for the two contrasts justifying the simplification of the covariates plaque
and status for the Final Model, again separately for the mandibular and the
maxillary tooth. For the variable status contrast decayed vs. filled vs. missing
due to caries, the p-values were equal to 0.342 and 0.308, respectively for the
maxillary and the mandibular tooth, respectively. For the variable plaque
contrast in pits and fissures vs. on total surface, the p-values were equal to
0.262 and 0.301, respectively for the maxillary and the mandibular tooth,
respectively.
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Table 10.1: Signal Tandmobiel® study, Basic Model. Posterior medians, 95%
equal-tail credible regions (CR) and Bayesian two-sided p-values for each

factor variable, separately for the maxillary tooth 16 and the mandibular
tooth 46.

Maxillary tooth 16 Mandibular tooth 46
Posterior Posterior
Effect median 95% CR median 95% CR
Emergence

Gender p=0.094 p=0.142

girl —0.018 (—0.039, 0.003) —0.016 (—0.036, 0.005)

Caries

Gender p=0.534 p =0.403

girl —0.035 (—0.139, 0.073) —0.049 (—0.162, 0.063)
Status p < 0.001 p < 0.001

decayed —0.449 (—0.704, —0.224) —0.379  (—0.641, —0.151)

filled —0.627 (—0.844, —0.414) —0.375  (—0.588, —0.175)

missing —0.470 (—1.377,0.138) —0.726  (—1.398, —0.208)
Brushing p =0.003 p < 0.001

daily 0.226  (0.086, 0.386) 0.265 (0.097, 0.426)
Sealants p=10.019 p = 0.401

present 0.158 (0.028, 0.283) 0.055 (—0.077, 0.180)
Plaque p=0.014 p =0.002

in pits and —0.183 (—0.333, —0.031) —0.252 (—0.404, —0.107)

fissures
on total —0.389 (—0.819, —0.015) —0.468 (—0.997, —0.038)
surface

Results for the Final Model

Results for the Final Model are given in Table This table contains also
the main effect of jaw which is given by E((2) — E({1) and by E(es) — E(e1)
in the case of emergence and caries, respectively.

It is seen that the lower tooth 46 emerges slightly later than the upper tooth
16. On the other hand, emergence occurs slightly earlier for girls than for
boys. However, neither the position of the tooth nor gender have a significant
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Table 10.2: Signal Tandmobiel® study, Final Model. Posterior medians, 95%
equal-tail credible regions (CR) and Bayesian two-sided p-values for each
factor variable.

Emergence Caries
Posterior Posterior

Effect median 95% CR median 95% CR
Jaw p=10.021 p =0.816

lower 0.017  (0.003, 0.032) 0.024 (—0.158, 0.218)
Gender p=0.018 p = 0.267

girl —0.017 (—0.033, —0.003) —0.044 (—0.120, 0.033)
Status p < 0.001

dmf —0.482 (—0.576, —0.388)
Brushing p < 0.001

daily 0.249  (0.139, 0.369)
Sealants p = 0.022

present 0.110  (0.019, 0.195)
Plaque p < 0.001

present —0.228 (—0.313, —0.141)

Table 10.3: Signal Tandmobiel® study, Final Model. Posterior medians and
95% equal-tail credible regions (CR) for the mean, standard deviation, Pear-
son correlation and Kendall’s tau of the error terms.

Posterior Posterior
Param. median 95% CR Param. median 95% CR
Emergence Caries
E(¢) 0.392 (0.379, 0.404) E(e1) 2.846 (2.645, 3.043)
E(¢2) 0.409 (0.397, 0.421) E(e2) 2.870 (2.706, 3.040)
sd(¢ 0.170 (0.163, 0.178) sd(e1 1.737 (1.631, 1.855)
sd(Co 0.170  (0.164, 0.177) sd(ea 1.812  (1.722, 1.918)
0° 0.037 (0.030, 0.050) 0° 0.023 (0.018, 0.028)
Tf(end 0.022 (0.016, 0.030) T end 0.011 (0.008, 0.013)
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Figure 10.2: Signal Tandmobiel® study, Final Model. Scaled histograms for
sampled Pearson correlation and Kendall’s tau between the error terms.
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effect on the time to caries. The remaining factors do influence significantly
the time to caries, namely, daily brushing increases this time with a factor
of exp(0.249) = 1.283, presence of sealants with a factor of exp(0.110) =
1.116. The factor for presence of plaque is exp(—0.228) = 0.796 and when the
adjacent deciduous second molar was not sound the factor is exp(—0.482) =
0.618.

It is seen that the results given in Table are slightly different from the
summary given in Table which relates to the earlier joint analysis of
all four permanent first molars using the cluster-specific (conditional) AFT
model. Especially, the effect of the covariate status appears to be more
profound when evaluated using the population-averaged (marginal) model.
However, the conclusions concerning a beneficial effect of sealing and daily
brushing and an indisposed effect of not sound primary predecessors or plaque
on the caries process on the permanent first molars are the same irrespective
of the used model.

Further, Table M3 shows the mean and standard deviation of the error terms
and also the residual association (after adjustment for the effect of covariates)
between the maxillary and the mandibular tooth. For both the emergence
and the caries processes, a very low posterior median for the Pearson corre-
lation coefficient was found on the log-scale and the same is true also for the
Kendall’s tau. Moreover, as seen in Figure L2, the whole posterior distri-
bution for the correlation coefficients and the Kendall’s taus is concentrated
in the neighborhood of zero.

Figures and [[LAIshow the estimates of the error densities g¢(¢) and g.(e)
and their margins and illustrate the smoothing nature of our approach. These
figures also reveal the low association between error terms for the upper and
lower tooth. For the interpretation of the figure, we must take into account
that about 75% of the caries times were right-censored and practically all
around 12 years of age, which is 5 to 6 years after emergence. This implies
that in fact each margin is identifiable from the data only up to approximately
the first quartile. The right tail of the density is extrapolated from the left tail
using the weights distributed according to the GMRF prior. It also implies

that the association might be underestimated, see, e.g. ngams_andl&saﬂrd

Figure [LA shows the predictive survival and hazard functions for caries on
the upper tooth 16 of boys and ‘the best’, ‘the worst’ and two intermedi-
ate combinations of covariates. Corresponding curves for the lower tooth 46
or for girls are almost the same due to the non-significant effect of the co-
variates gender and jaw on the caries. For teeth that are not brushed daily
and are exposed to other risk factors, a high peak in the hazard function is
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Caries: survival function

Caries free
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Time since emergence (years)

Caries: hazard function

Hazard of caries
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|
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Figure 10.5: Signal Tandmobiel® study, Final Model. Posterior predictive
caries free (survival) and caries hazard curves for tooth 16 of boys and the
following combinations of covariates: solid and dashed lines for no plaque,
present sealing, daily brushing and sound primary second molar (solid line)
or dmf primary second molar (dashed line), dotted and dotted-dashed lines
for present plaque, no sealing, not daily brushing and sound primary second
molar (dotted line) or dmf primary second molar (dotted-dashed line).
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observed already less than 1 year after emergence. A similar peak, however
shifted to right and of much lower magnitude is seen also for other covariate
combinations. The same peak, also approximately of the same magnitude,
has already been found when analyzing all four permanent first molars using
the cluster-specific AFT model in Chapter [ (see Figure @4 and can be ex-
plained by the fact that permanent first molars are most vulnerable by caries
soon after they emerge, possibly because of not yet fully developed enamel
on their surfaces. However, when using the population-averaged model we do
not see the second period of increased hazard for the ‘worse’ combinations of
covariates as we have seen in Figure This alleged difference between the
results of the population-averaged and cluster-specific model could be caused
by a failure to compare like with like, see ILee and Nelder (IZQO_Z_I) for a deeper

discussion to this point.

10.7 Discussion

In this chapter, we have suggested a semiparametric method to analyze bivari-
ate doubly-interval-censored data in the presence of covariates. The method
was applied to the analysis of a dental data set where all covariates were
categorical. However, continuous covariates would not cause any difficulties
and could have been used as well. Although the method was presented to
deal with doubly-interval-censored data it can be used to analyze also simple
interval- or right-censored data.

Further, using the ideas outlined in Section 34 the method of this chapter
could theoretically be extended to handle not only bivariate data but also
data of an arbitrary dimension (i.e. n; > 2 for all 7). However, the number
of unknown parameters increases exponentially and the estimation becomes
quite fast computationally intractable.

A disadvantage of the current method is that it requires balanced data, i.e.
exactly two observations must be supplied for each cluster and if only one
observation of the cluster is missing the whole cluster must be removed from
the analysis. Missingness in one event time out of the pair could have been
solved using the Bayesian data augmentation in the same way as it solves
the problem of censoring. However, if the missingness is caused by a miss-
ing covariate value, the Bayesian data augmentation would not help unless
a measurement model is set up also for the covariates. With unbalanced data,
the cluster specific approach of Chapter [l can be used, however.
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Overview and Further Research

In this thesis, we have developed several modifications of the accelerated fail-
ure time model for the analysis of the multivariate (doubly-)interval-censored
data while making only weak distributional assumptions. We will now state
an overview and give topics for future research.

11.1 Overview

Chapter [ brings several data sets that motivate the developments presented
in the thesis. The data sets are then used to illustrate the usage of presented
methods in practical situations. Chapter ] explains briefly several notions
used in the area of survival data and introduces the notation used in the
thesis.

An overview of the regression models for the analysis of the survival data is
given in Chapter B We described the Cox’s proportional hazards (PH) model
and the accelerated failure time (AFT) model as the most popular models
in the given area. For reasons stated in Section we chose the accelerated
failure time model as the basis for all developments in this thesis.

In Chapter Bl we discuss the likelihood form in the case of (multivariate)
(doubly-)interval-censored data and show several advantages of the Bayesian
inference compared to the maximum-likelihood estimation in such situations.
Further, we suggest to use the Markov chain Monte Carlo methodology as
the mean of Bayesian estimation.

The final chapter of the introductory part of the thesis, Chapter B gives
an overview of existing methods for the analysis of the interval-censored data
and shows in detail a Bayesian analysis of the dental multivariate doubly-
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interval-censored data using a PH model with piecewise constant baseline
hazard functions.

The main part of the thesis starts with Chapter @ where we describe two
slightly different classes of models for a flexible modelling of continuous den-
sities. Firstly, a classical normal mixture is introduced and secondly, we pro-
pose a penalized normal mixture motivated by penalized B-splines as a useful
tool to model unknown densities. Both approaches are subsequently used in
the AFT models to express either the error density or the density of the
random effects.

Chapter [ gives the AFT model for univariate interval-censored data where
the error distribution is specified as the penalized normal mixture. The in-
ference is based on the maximum-likelihood paradigm. The model is further
extended to allow not only the mean response but also the scale of the re-
sponse to depend on covariates.

The AFT models presented in subsequent chapters can already handle also
the multivariate (doubly-)interval-censored data. However, due to reasons
discussed in Chapter lland in Section [[¥ we switch to the Bayesian inference.
Firstly, Chapter B gives the AFT model with normal random effects (cluster-
specific model) and the distribution of the error term specified as the classical
normal mixture.

Secondly, Chapter [l shows the cluster-specific AFT model where the error
distribution and in the case of univariate random effects also the distribution
of the random effects is specified as the penalized normal mixture. In this
chapter, we also explicitely show and illustrate the usage of the proposed
methods in the context of doubly-interval-censored data.

Finally, Chapter [ gives the population-averaged AFT model for paired
(doubly-)interval-censored data where the error distribution is given by a bi-
variate penalized normal mixture.



11.2. GENERALIZATIONS AND IMPROVEMENTS 217

11.2 Generalizations and improvements

In this section, we list several topics to generalize or improve the models
presented in this thesis.

Time-dependent covariates and joint modelling of survival data and
longitudinal profiles

In many applications of the survival analysis, it is of interest to evaluate
an effect of factors that can evolve over time. The values of such factors
(e.g., blood pressure, dose of medication, etc.) are typically determined at
(prespecified) occasions and it is assumed that they remain constant (deter-
ministic) until the next occasion. In the last decade, several models were
developed for joint modelling of the evolution of factors evolving over time
longitudinal data analysis) and the time-to-event, see [Tsiatis and Davidiarl
m) for an overview. That is, a stochastic component is included in the
evolution of the time-dependent factors possibly influencing the survival time.

To include the time-dependent covariates, both deterministic and stochastic,
in the survival model, it is necessary to specify the dependence of the survival
time on the covariates using a local characteristic like the hazard function.
However, in all models presented in Part [l of this thesis, the covariates
modified a global characteristic of the survival time, i.e. the mean log-time.
The possibility on how to extend the models of this thesis to handle also the
time-dependent covariates would be to use the hazard specification ([B3]) of
the AFT model and use a mixture model for the baseline hazard function fyg.

Dependence of the scale parameters on covariates

In Section we suggested to extend the basic AFT model by allowing
the dependence of the scale parameter on the covariates. The same exten-
sion could quite easily be applied to both Bayesian penalized approaches in
Chapters@ and [ However, in the case of the classical mixture (Chapter B),
a similar extension would be much more complicated due to the fact that the
scale of the response is derived from the unknown number of the estimated
variances of the mixture components.

Dependent censoring

The models in this thesis assumed all that the censoring mechanism is in-
dependent on the time-to-event (see Section 2ZAl). Generally, this does not
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always have to be true. All Bayesian models (Chapters BHIT) could relatively
easily be extended to handle also dependent censoring. However, a reasonable
measurement model has to be specified for the censoring mechanism.

Goodness-of-fit

An important topic, not discussed in this thesis is the evaluation of goodness-
of-fit. Indeed, in all models in this thesis, the distribution of the response is
specified in a flexible manner and there is less need to evaluate the distribu-
tional assumptions. Nevertheless, one should also check an appropriatness of
the AFT assumption with respect to the form in which the covariates modify
the distribution of the response. On few places in this thesis, and in the case
of categorical covariates, this was only graphically checked by comparing the
fitted survival curves with their nonparametric estimates.

Classical goodness-of-fit methods are based on residuals whose form is straight-
forward in the case of a linear regression with uncensored data. In the case of
right censored data, various forms of residuals are derived from the counting
process specification of the survival models, see, e.g.,

, Chapter 4). However, the definition of residuals for interval-censored

data is not straightforward and only recently (Topp and Gémed, 2004) a work

in this direction appeared in the literature.

Model selection

A general model selection is another important topic somewhat neglectful in
this thesis. In Chapter [, we based the model selection on the Akaike’s infor-
mation criterion whereas in Chapters BHI on the (simultaneous) Bayesian
p-values for model contrasts. In general, also in the Bayesian framework some
form of the information criterion could be used for the model selection. Re-
cently, the most popular one seems to be the deviance information criterion

(Spiegelhalter ef. all, 200d).

The use of specifically developed optimizers

Due to the complexity of the likelihood, we have considered the estimation
through the method of penalized maximum-likelihood only in Chapter [
However, there are currently several convenient gateways to optimization
software and services available on the Internet. For example, the Kestrel

interface to the NEOS server i ; Ferris, Mes-

nier, and Moré, M) together with the modeling language for mathematical
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programming AMPL (Eku.m;ﬁa&_and_@jghaﬂ, mﬂﬂ) enables to opti-

mize complicated functions subject to different types of constraints. These
possibilities could be explored as promising alternatives to the full Bayesian
approaches presented in Chapters BHIO

11.3 The use of penalized mixtures in other appli-
cation areas

Finally, we show how we intend to use the ideas used in this thesis in the
future work.

11.3.1 Generalized linear mixed models with random ef-
fects having a flexible distribution

Firstly, we aim to develop a generalized linear mixed model (GLMM) with
random effects distribution specified as the penalized mixture. The proposed
work has the following objectives.

Let V;;,i=1,...,N, 1 =1,...,n; be discrete random variables for which
the components of the vector Y; = (Y;1,...,Yi,,) are possibly dependent.
Typically, Y; represents the outcomes of the ith subject at n; different time
points ¢; 1,...,tn, in a longitudinal study or outcomes of n; subjects forming
the ith cluster in the case of clustered data. Further, let p;; = E(Y;;). Using
the GLMM, the expected outcome p;; is expressed as

il = h_l(:c;l,ﬁ + z;lbi), i=1,....,N, l=1,...,n;,

where h is a known link function (e.g. log, logit, probit), 8 is the vector of
unknown regression parameters (fixed effects), x;; the vector of covariates for
fixed effects, b; the vector of random effects and z;; the vector of covariates

for random effects, see, e.g., Mﬂbﬂghs_an_djlenb_dd (IZO_O_E]) for more details.

We aim to concentrate mainly on longitudinal studies where usually z;; =
(1, tu)l, and bi = (bi71, big)/.

Classically, it is assumed that the random effects b;, ¢ = 1,..., N are i.i.d.
following a (multivariate) normal distribution. However, it has been shown
(see Molenberghs and Verbeke, 2005, Chapter 23) that the incorrect assump-
tion of normality of the random effects may lead to biased estimates of the
regression parameters 3. But, due to the fact that the random effects b; are
latent, it is very difficult to check the normality assumption. That is why one
strives for more flexible methods with respect to the distribution of the ran-
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dom effects. One possibility, we wish to explore is to specify the distribution
of the random effects as a penalized bivariate mixture (II3).

11.3.2 Spatial models with the intensity specified by the
penalized mixture

Secondly, we would like to explore the possibilities of the penalized mixtures
in the context of spatial models. The motivation is the following. In epi-
demiology, it is of interest to model the prevalence or incidence of a disease
in a spatial manner in order to represent the true risk in a honest manner.
Let A denote the study area, R a region within A, and y = (y1, y2) coordi-
nates of a location in A. Generation of the disease cases can be formalized
by considering an underlying point process described by a counting measure
N on A, i.e. N(R) denotes the number of disease cases in R. Finally, let

E{N(A
Ay) =t DNEY}
Iayl—o Ayl
where Ay is an infinitesimal region around y and ||Ayl| its area, be the
intensity of the point process. Different approaches have been suggested in

the literature to express A(y) of which one uses an expression

My) = o09(y) f(y; 9), (11.1)

where p denotes an overall region-wide rate, g(y) a known background func-
tion representing the reference population and f(y; @) represents a function
of spatial location and possibly other parameters and associated covariates as
well (see ILawson et all, h_%d) However, there exists no gold standard for the
expression of f(y; 0). The main requirement for f(y; 0) is, however, that it
varies smoothly across A.

To model smoothly the variation of the intensity A(y) across the region of
interest A, a penalized mixture could be used to express f(y; 6) as part of

expression ([TJ) as

K1 Ko

f(y; 0) =1+ Z Z Wky ko Phy (yl) Phka (y2)7 (11'2)

k1=—K1 ka=—K>

where the weights are, in contrast to the approaches used in this thesis, not
constrained.

Further, it is here of interest to develop efficient procedures (a) to test a null
hypothesis of w_r, —x, = -+ = wk, Kk, = 0, corresponding to a constant
ratio A(y)/g(y) which is known as a standardized mortality rate, and (b) to
develop a general procedure for model selection.
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Further, to allow for the dependence of the intensity A(y) on other (region-
specific) covariates x(y), we would like to explore a generalization of the
model ([IT2) of the form

Ky K

f(y§ 0, /8) = h{m(y)v /8} + Z Z Wky ko Py (yl) Phka (y2)7

k1=1ko=1

where h is an unknown (nonlinear) function and 3 a vector of unknown
regression parameters.
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Appendix

Technical details for the Maximum
Likelihood Penalized AFT Model

This appendix provides the technical details for the practical computation of
the penalized maximum-likelihood estimate for the AFT model of Chapter [
Namely, we give more details concerning the optimization algorithm, provide
the formulas for computation of the first and second derivatives of the penal-
ized log-likelihood needed to implement this algorithm and give the proof of
Proposition [Z1l

Notation introduced in Chapter [ will be used throughout this appendix.
Additionally, the following notation is employed.

eiL _Tzil(yzL_a_:@xz% er_Tiil(yzU_O‘_Bmz)a
~L -1/ L ~U -1, U
ij = g €; :u“])’ ei,j =0 (ez :U'])>
L ~L U ~U
vij = (eij), vij = (eij),
_L ~I ~L U ~U ~U
Gij = €iip(€i), Gij = €ip(€7);
2 2
oL ~L ~L U ~U ~U
Bl = {(e]) - 1}s0<6m>7 @ = { &) - I}WZ,J%
L ~L U ~U
®;; = ®(eiry) O;; = ®(eiy),
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of = (ol k00 @7 = (P8 _rr PR
@r = (PF pr k) @V =@ s @),
@F = (Bl wr - Bik)s P = (g Bik)
L = (BF_ o, BE), Y = (B, DY,

We omit the superscripts ‘I’ and ‘U’ in the case of exactly observed event
times (6; = 1) resulting in ylL = yZU = y;. Finally, in all formulas, we omit
the Jacobian term (ti_l for exactly observed event times with t& =t = ¢,)
resulting from the logarithmic transformation of the event times in the log-
likelihood.

A.1 Optimization algorithm

To compute the penalized maximum-likelihood estimate we firstly maximize
the penalized log-likelihood (7)) with respect to 8 = (a, B/, 7', a’)" un-
der the constraints (Z4]) and upon the convergence we compute the second
derivative matrix of £p with respect to @ = (a, 3', v/, d’)’ to get the variance
estimates.

Constrained optimization is conducted using the sequential quadratic pro-
gramming (SQP) algorithm, see [Han (1977); [Fletcheil (1987, Section 12.4).

The idea of this algorithm is to iteratively maximize slightly modified quadratic

approximation of the objective function subject to the linear approximation
of the constraints.

Let

K K
0)= Y win;, @) =1-0- > wju (A1)
j=—K j=-K
be the constraint equations resulting from ([Z4), and let

L0, &, &) =£p(0) + £1¢1(0) + Eaca()

be the Lagrange function with the Lagrange multipliers & and & corre-
sponding to the maximization problem maxp £p() subject to c;(6) = 0 and
() = 0.

Let QP(@, H) be a quadratic programming problem

/ag /
mgxx{(s 7 ") + 056 Hé} (A.2)
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subject to
dcy Ocy
0 (s/ 9 :0, 0 (s/—~ 9 :0, A3
c1(0) + 80() c2(0) 80() (A.3)
where
HO, & 6) = 2L (6,61, 6) (A1)
5 Gly G2 aéaé/ 5> §1y G2) - .

Note that the objective function in (m) is the second order Taylor approxi-
mation of ¢ p(0) around some fixed point 0 with & = 6— 00, omitted constant
term and the matrix of second derivatives 9?(p/ 0000’ replaced by the 6-0
block of the second derivative matrix of the Lagrange function L.

The SQP algorithm proceeds in the following steps

Step 0. Give the initial estimate é(o) and the initial guesses §§0)7 550) for the
Lagrange multipliers. Set H(® = (0(0 , 51 , 2 )

In the sth iteration:

5(s)

Step 1. Find the point 8) which solves the quadratic program QP (6", H(s))'

)

Step 2. Set
ot — g 4 56,

~(s+1
If 0(S+ ) does not lead to increase of £p use step-halving procedure;

Step 3. Set §§s+1 nd E(SH to the optimal Lagrangian multipliers of the
quadratic program QP(O(S), H);

Step 4. Check the convergence, if it is not reached go to Step 1.

A.2 Individual log-likelihood contributions

log(1 — w'®F), 8 =0,

_ —log(;) + log(w' ¢, 5 =1,
04(8) = og(, )U+ og(w'ep;), i=1...N

log(w'®; ), 5 = 2,

log{w'(®Y — ®F)}, 6 =3,
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A.3 First derivatives of the log-likelihood

A.3.1 With respect to the regression parameters and the
intercept

g—i (7i00) ™ (Z b;),
(;3; (Ti00) ™ (szldbz>7 l=1,...,m,

where db; is a vector of length 2K + 1 of the form

(1—w'<I>Z-L)*1 cpiL, d; =0,
(w'e;) ! @ 0; =1, .
de: B /(I)U 11U 5 —9 ’Lzl,...,N.
(’LU 7 ) (pi 9 1T T Ay

{w/(@Y — @)} (oF —oV), 6 =3,
A.3.2 Withrespectto the log-scale and the scale-regression
parameters

Firstly, we consider the case when the scale parameter 7 does not depend on
covariates, i.e. log(T) = 1.

N
a_%:_Z[ —|—Uo_1w'(;dli).

Secondly, we consider the case when log(7;) = ~'z;, where z; = (2i1,. .., Zim,)'
Then

o

N N
a_ = _ZI[(SZ — l]zivl—i_go_lw,(ZZi,ldli)v = 1,...,m5.
N ] —

In both formulas, dl; is a vector of length 2K + 1 of the form

-1
dl; = (w'e;) " ei @, 0 =1, i=1,...,N.
—(w'®] ) eV LP% 6 =2,
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A.3.3 With respect to the transformed mixture weights

Let a_g be the vector of transformed mixture weights except the baseline
coefficient which is fixed to zero (without loss of generality ag = 0). Then

ol
oa_ 0 aa 0 Zda“

i=1

where da; is a vector of length 2K + 1 of the form

fwa-ah) a-ah)  s=0

da; = (w'e;) ™", 0 =1, i=1,...
(w'e]) " @, 1 =
{w(@ @)} (@] - @), §6=3

and Jw/da_¢ is a 2K x (2K + 1) matrix whose (j, k)th element equals

owy/0aj, j=—-K,...,—1,1,...,K, k=—K,..., K. Namely

ow; .

af‘;:wj(l—wj), j=-K,...,—-1,1,...,K,

0

L j=—K,. .., ~1,1,....K, k=-K,....K, j#k

Da;

A.4 Second derivatives of the log-likelihood

Let B be the vector of regression parameters extended by the intercept, i.e.
B = (a,B) and &;, i = 1,..., N be the covariate vectors extended by the
intercept term, ie. &; = (1, =})’.

A.4.1 With respect to the extended regression parameters

et ol
— § (ddbb; 1 — ddbb o) &,
opoB
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where ddbb; 1 and ddbb; o are scalars of the following form

_ w' @k
(1i00) 2 w/(lik_pl(}ﬁy 46 =0,
7
!~
(ri00) 2 Z/?, 6 =1,
ddbb; | = LU i=1,...,N,
_o WY,
_(TiJO) 2 /gl{j, 62 = 27
(]
. —2 wl(¢zL — 905]) 5 =3
(TZUO) ’(‘I’? _ (I,ZL)v i )
( B ’UJ/ L
(TiUO) 'w’(l ioZ(I,L)v 51' = 07
(]
/_ .
(TZAUO)ilg/gzj 51 = 17
ddbb; » = S i=1,...,N.
1w ;
_(TZUO) ! 1567 62 = 27
K]
/( L_ U
. P ) 5: =3
(TZUO) ,(‘I’g — ‘I’ZL)’ 7 3

A.4.2 Mixed with respect to the extended regression pa-
rameters and the log-scale or the scale-regression
parameters

In the case when the scale parameter does not depend on covariates we have

920 N
= N {ddbl;y — ddbb; o(1 + ddbl; 5)} &;.
0B ;{ J

In the case of log(7;) = v'z; we have

02 & o
v E{ddbli,l — ddbb; 5 (1 + ddbli 2) } #:2).
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In both formulas, ddbb; s is given in Section [AZAT] ddbl;; and ddbl; o are
scalars of the form

( eL ,w/¢2L

A s 6 = 0’

iog w'(1 - ®f) Z
,\J

?iQ : wILPi, 62 — 15

TZO-O w (pz
ddbl@lz U = U i1=1,..., N,

_ & we 5 =9

7,08 w' &Y ‘ ’

1 .w/(ez'L‘Z’z'L_er@zU) 5: =3
Tiag w’(<I>ZU — <I>ZL) ' ! ’
¢ L 1L

G . LZL 5 =0,

90 w'(1 - Pd;)

I_
e W, o
O-_ZO . ’LU/CPz 51 - 17
ddbl; o = U ' U 1=1,...,N.
G . w p; )
O’O w/(ﬁgj (2 bl
1 wiefol—el o) s
T SR

A.4.3 Mixed with respect to the extended regression pa-
rameters and the transformed mixture weights

N
8;% - {Z{ddbai ~ (m00) "L (w'db;) & da;}} ( aiwo),’
—0 i=1 -

where ddba; is a (m + 1) x (2K + 1) matrix of the form

{7’2‘0'0 'w’(l — (I’ZL)}_l ii(piL/, 5@ == 0,
. 'ipo N1 3.5 5 =1
ddbaz — (Tlaow LPIZ) U fi(’cjl ' U’ ! ’ 1= 17 )
—(TZ‘O'O w <I>Z- ) TiP; 52 = 2,
-1 ~
{Tio-o ’LU,(‘I’? - (I,ZL)} $Z(¢ZL - LPZU),’ 5@ = 3’

Further, db; is a vector of length 2K + 1 given in Section [AZ3l Finally, da;
and dw/da_g are a vector of length 2K + 1 and a 2K x (2K + 1) matrix,
respectively, given in Section [AZ33)
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A.4.4 With respect to the log-scale or the scale-regression
parameters

In the case when the scale parameter does not depend on covariates we have

N

S {ddit; — davli2(1 -+ ddbli ) }.
i=1

o’
i

In the case of log(7;) = v'z; we have

0*(

N
5797 Z{ddlli — ddbl;5(1 + ddblz‘,Q)}ziz;.

In both formulas, ddbl; 5 is a scalar given in Section and ddll; is a scalar
given by the formula

<i)2' Gl 6 =0
%) wi-ah) =0
2l
&\ W —
( 8) wl(‘027 51 17
ddll; = U\ 2 15U i=1,...,N.
Z - &) ' w/LPiUv 6 =2,
0 w'P;
Swferrel - ety
[ 70 w'(@f -®) T 7

A.4.5 Mixed with respect to the log-scale or the scale-
regression parameters and the transformed mixture
weights

In the case when the scale parameter does not depend on covariates we have

787?;3 - {i{ddlai s (w/dli)da;}} ( aiwo)l'

i=1

In the case of log(7;) = v'z; we have

37%725'_0 . [i{ddlai — oyt (w'dl;) da;}] (ai’i’o)/.

i=1
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In both formulas, da; and dw/0a_g are a vector of length 2K +1 and a 2K x
(2K +1) matrix, respectively, given in Section [AZ33 and ddla; is a row vector
of length 2K + 1 of the form

1 L Y B
" Wi (I)L)cpl ) 0; =0,
o, 1w?<-p o, 5 =1,
ddla; = | eZZU »
%0 /(I,ZU i (51' =2,
{oow' (@ — @)} (cbot —Vel),  di=3,
i=1,...,N.

A.4.6 With respect to the transformed mixture weights

s () (52

where da; and dw/0a_ are a vector of length 2K + 1 and a 2K x (2K +1)
matrix, respectively, given in Section AZZ3 Further, ddaa; is a 2K x 2K
matrix given by

da_oda’ oaa Z ddaa;

( 2

N —1 K L 0“w; o
{w@-®7)} YL (- (I)i,j)m7 6; =0,

_ 0w;
(w'p;) ! Zszfx @i,jma 0 =1,
ddaa; = 52 -0

U1 K U. wj —
(w (I)Z ) ijfK q)z,] 80_080L07 51 27
. ol ) 2w 5 =3
{w'(@] - @)} TS 2 8agday T
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where 82wj/8a,0(9aL0, j=-K,...,K is a 2K x 2K matrix with the ele-

ments ddwaa?ﬁl, k,l=-K,...,—1,1,..., K given by
ddwaaij =wj (1 —wj) (1 —2wj), j#O0,
ddwaay, ;, = —wj wy, (1 — 2wy), k # J,
ddwaaik = —wj wg (1 — 2w;), J#0, k#j,
ddwaaid = —wj wg (1 — 2w;), J#0, k#j,
ddwaaiyl = 2w, wy wy, k#74, 1#j4 k#IL

A.5 Derivatives of the penalty term

The penalty term depends only on the a_g part of 8 so we have to provide
only the derivatives with respect to this parameter sub-vector.

0
4 _ AD'Da  with removed Oth element,
8(1,0
82(] / .
w5 = AD'D  with removed Oth row and Oth column.
da_pda’_,

A.6 Derivatives of the constraints

To be able to compute the H matrix [AZl) derivatives of the constraint func-
tions ([AJ]) are needed. Since the constraints ([(AJl) depend only on the a_g
part of 8 we have to provide only the derivatives with respect to this param-
eter sub-vector. The first derivatives are computed by

Ocy ow Oca ow

ll" )

(9(1,0 N (9(1,0 aa,() N aa,()

where p = (u_gc, .., o)y u? = (U2 5, ..., u%), and dw/da_g is a 2K x
(2K + 1) matrix given in Section

The second derivatives are given by

8261 . f: ' aQZUj 6 Co o f: 2 6211)]'
da_odal_, j}K“J da_oda ;"  da_odal, j}K“J da_oda_,’
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where azwj/(?a,o(?aﬁo, j=-K,...,K is a 2K x 2K matrix introduced in
Section [AZZ.0l

A.7 Proof of Proposition [Z.1]

2
It is easily seen that the unconstrained minimizer of Z]K:7 K2 +3{A3aj}2 is
not unique and is given by an arbitrary quadratic function of knots, i.e.

al =bf — by (uff —bf)?,  j=-K% ... K’

)

Under the constraints ([ZH), the minimizer becomes unique with bl = 0,
bl = —log [ZJK:QJ(Q exp{—bf(uﬁ-{)?}} and bX being a solution to Cx (b) = 0,
where 2
Sie w2 (1 )? exp{—b (uf)*}
K2
zj':f}@ exp{—b (Nf)z}

The function Ck (b) has the following properties:

Ck(b) = —(1—o0p).

e It is continuous on [0, 00);

e For all b € [0, c0)

d 2
ZCic(b) = [BLG)? o5 = b} | = B (") o5 = b},
and from the Holder’s inequality (see, e.g., Billingsley, 1994, p. 80)

4 Ck(b) < 0. Le. C(b) is decreasing on [0, 0o);

e Cx(0)=(K?+1)/3—(1-02) >0 for all K > 2;
e limy . CK(b) = —(1 - O'g) < 0.
So that for all K > 2 there exists exactly obe root b € (0c0) of the equation
Ck(b) =0.
Let function C'(b) be defined as
ffooo 52 exp(—b 52) ds

Cb) = I exp(—bs?) ds

~(1—08)=(20)"" ~ (1 - 0p).

The equation C(b) = 0 has a unique solution by = {2(1 — 03)}71 € (0.5, c0).
It follows from the property of the integral that for all b € (0, co)

lim Ck(b) = C(b)

—00
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and consequently, using the properties of Ck(b) also

lim bX = by.
K—oo

Let F (i) be a cumulative distribution function of p under bl i.e.
min(K p, K2
SR exp{ 0k (uf)?}
2
e e exp{ =0k (uf)?}

and ®(1]0, 1 — 062) be a cumulative distribution function of the normal dis-
tribution NV(0, 1 — 03), i.e.

Fg(p) =

0 2
N f—oo exp(—bgs )ds
()0, 1 —0p) = ffio exp(—bz 52) ds’

It can be now shown that for all 4 € R

lim Fg(p) = ®(p]0, 1 - 0d),

K—oo

i.e. the random variable p€ under bé( converges in distribution to a A(0,1—

03) random variable.

Finally, for all y € R

o) = [ ool of)aricw
and ~
o(y) Z/_ oy | 1, 05) dP (1|0, 1 - 03).

The assertion of the proposition now follows from the fact that function
o(y | p, 03) is for all y € R bounded and continuous function of . O



Appendix

Simulation results

B.1 Simulation for the maximum likelihood penal-
ized AFT model

Here we present selected results of the simulation study introduced in Sec-
tion Tables [B] — B8 show the results for the regression parameters.
In the first third of the tables, results based on the penalized AFT model
are shown. The second third of the tables shows the results based on the
parametric AFT model estimated using the maximum-likelihood method as-
suming a correct (true) error distribution. Finally, the last third of the tables
shows the results obtained by the parametric AFT model estimated using
the maximum-likelihood method while assuming (in most case incorrectly)
normal error distribution.

Figures Bl - show the fitted error distributions. For comparison pur-
poses, we plot also the true error distribution.

235
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Table B.1: Results for the regression parameter 1 = —0.800 related to the
binary covariate. True error distribution: normal. Mean, standard deviation
and MSE (x107%) are calculated over the simulations.

Assumed Error Distribution

Smoothed True Normal
MSE MSE MSE
N 3 (SD) (x107%) 3 (SD) (x107%) 3 (SD) (x107%)
light RC
600 —0.792 (0.118) 138.93  —0.792 (0.114) 130.57  —0.792 (0.114) 130.57
300 —0.812 (0.175) 307.92 —0.812 (0.168) 282.47  —0.812 (0.168) 282.47
100  —0.787 (0.337)  1140.71  —0.778 (0.316)  1005.28  —0.778 (0.316)  1005.28
50 —0.772 (0.478)  2290.06 —0.762 (0.401)  1623.70  —0.762 (0.401)  1623.70
light R+1C
600 —0.794 (0.119) 142.59  —0.794 (0.117) 136.20 —0.794 (0.117) 136.20
300 —0.817 (0.176) 311.80  —0.812 (0.172) 29597  —0.812 (0.172) 295.97
100 —0.775(0.351)  1235.08 —0.778 (0.323)  1045.28 —0.778 (0.323)  1045.28
50 —0.792 (0.513)  2635.81  —0.769 (0.424)  1806.80  —0.769 (0.424)  1806.80
heavy RC
600 —0.780 (0.140) 200.25 —0.782 (0.135) 186.94  —0.782 (0.135) 186.94
300 —0.798 (0.198) 391.34  —0.799 (0.198) 391.21 —0.799 (0.198) 391.21
100 —0.789 (0.491) 241245 —0.793 (0.413) 1708.48 —0.793 (0.413) 1708.48
50 —0.629 (0.622)  4156.99 —0.652 (0.490) 2616.76  —0.652 (0.490)  2616.76
heavy R+IC
600 —0.787 (0.150)  2280.00 —0.786 (0.141) 201.63 —0.786 (0.141) 201.63
300 —0.811 (0.212) 449.06  —0.800 (0.206) 425.72 —0.800 (0.206) 425.72
100 —0.837 (0.487) 2387.49  —0.799 (0.425) 1809.93 —0.799 (0.425)  1809.93
50 —0.680 (0.717)  5278.77  —0.664 (0.514)  2826.40 —0.664 (0.514)  2826.40
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Table B.2: Results for the regression parameter 1 = —0.800 related to the
binary covariate. True error distribution: extreme value. Mean, standard
deviation and MSE (x10~%) are calculated over the simulations.

Assumed Error Distribution

Smoothed True Normal
MSE MSE MSE
N 3 (SD) (x107%) 3 (SD) (x107%) 3 (SD) (x107%)
light RC
600 —0.791 (0.112) 126.39 —0.786 (0.104) 110.56 ~ —0.819 (0.136) 187.24
300 —0.827 (0.151) 235.96 —0.824 (0.151) 233.70  —0.864 (0.188) 393.02
100 —0.796 (0.300) 901.70 —0.782 (0.267) 714.10  —0.842 (0.349) 1234.08
50 —0.888 (0.467)  2257.10  —0.883 (0.323) 1112.5  —0.912 (0.465)  2290.56
light R+IC
600 —0.795 (0.109) 118.64 —0.786 (0.104) 109.58  —0.793 (0.123) 152.84
300 —0.826 (0.156) 250.12 —0.824 (0.151) 232.65  —0.833 (0.173) 309.89
100 —0.796 (0.299) 896.48 —0.782 (0.266) 712.12  —0.808 (0.320)  1024.61
50 —0.869 (0.428) 1883.02 —0.884 (0.324) 1117.59  —0.885 (0.430)  1919.72
heavy RC
600 —0.788 (0.149) 222.96 —0.785 (0.140) 198.32  —0.869 (0.173) 348.10
300 —0.851 (0.218) 499.81 —0.853 (0.200) 42742  —0.935 (0.249) 802.15
100 —0.813 (0.459) 2104.51 —0.777 (0.360)  1301.67 —0.877 (0.460)  2176.66
50 —0.891 (0.732)  5437.10 —0.921 (0.546) 3132.58 —0.973 (0.648)  4493.43
heavy R+IC
600 —0.800 (0.156) 242.35 —0.786 (0.138) 191.75  —0.819 (0.152) 233.59
300 —0.855 (0.229) 552.22 —0.856 (0.203) 442.33  —0.880 (0.229) 589.85
100 —0.853 (0.469) 2225.78  —0.786 (0.368)  1357.85  —0.833 (0.420)  1778.50
50 —0.872 (0.684)  4725.93  —0.936 (0.563)  3360.86 —0.944 (0.620)  4048.72
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Table B.3: Results for the regression parameter 31 = —0.800 related to the
binary covariate. True error distribution: normal mixture. Mean, standard
deviation and MSE (x10~%) are calculated over the simulations.

Assumed Error Distribution

Smoothed True Normal
MSE MSE MSE
N 3 (SD) (x107%) 3 (SD) (x107%) 3 (SD) (x107%)
light RC
600 —0.817 (0.154) 239.76 —0.813 (0.142) 203.08 —0.845 (0.173) 319.10
300 —0.817 (0.201) 408.04 —0.814 (0.187) 350.64  —0.850 (0.262) 713.18
100 —0.829 (0.386)  1498.05  —0.809 (0.319) 1019.39 —0.814 (0.438)  1917.94
50 —0.845 (0.624)  3912.84 —0.819 (0.502)  2526.53  —0.836 (0.628)  3963.00
light R+1C
600 —0.824 (0.159) 258.53 —0.819 (0.150) 229.01 —0.877 (0.184) 399.17
300 —0.834 (0.226) 523.20 —0.819 (0.201) 408.76 —0.880 (0.283) 865.88
100 —0.803 (0.411)  1686.57 —0.803 (0.323) 1043.16 —0.833 (0.466) 2184.66
50 —0.871 (0.688)  4781.04 —0.807 (0.567)  3209.78  —0.867 (0.692)  4839.10
heavy RC
600  —0.80 (0.213) 451.77 —0.797 (0.187) 349.75 —0.743 (0.194) 407.02
300 —0.752 (0.318)  1036.14  —0.763 (0.285) 827.02 —0.715 (0.310)  1033.05
100 —0.781 (0.558)  3114.28  —0.780 (0.485) 2357.78 —0.716 (0.520)  2771.73
50 —0.723 (0.915)  8426.26  —0.810 (0.746)  5568.92  —0.728 (0.788)  6257.40
heavy R+IC
600 —0.826 (0.263) 700.18 —0.808 (0.223) 497.55 —0.821 (0.230) 531.61
300 —0.789 (0.376)  1412.76  —0.759 (0.342) 1189.15 —0.782 (0.366)  1345.87
100  —0.752 (0.640)  4118.05  —0.776 (0.548) 3012.35 —0.779 (0.609)  3711.43
50 —0.846 (1.183) 14012.96 —0.868 (0.969)  9440.90  —0.851 (0.981)  9655.56
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Table B.4: Results for the regression parameter Fo = 0.400 related to the

continuous covariate.

True error distribution: normal.

Mean, standard

deviation and MSE (x10~%) are calculated over the simulations.

Assumed Error Distribution

Smoothed True Normal

MSE MSE MSE

N 3 (SD) (x107%) 3 (SD) (x107%) 5 (SD) (x107%)
light RC
600  0.406 (0.046) 21.58 0.406 (0.046) 21.20 0.406 (0.046) 21.20
300 0.399 (0.064) 41.34 0.397 (0.059) 34.48 0.397 (0.059) 34.48
100 0.380 (0.134) 182.30  0.388 (0.121) 147.19  0.388 (0.121) 147.19
50 0.398 (0.202) 407.62  0.391 (0.176) 311.05  0.391 (0.176) 311.05
light R4+I1C
600  0.407 (0.049) 24.60 0.406 (0.048) 23.10 0.406 (0.048) 23.10
300  0.397 (0.063) 39.78 0.397 (0.062) 38.69 0.397 (0.062) 38.69
100 0.389 (0.133) 178.22  0.391 (0.121) 147.62  0.391 (0.121) 147.62
50 0.402 (0.215) 461.64  0.398 (0.184) 338.59  0.398 (0.184) 338.59
heavy RC
600 0.404 (0.051) 26.57 0.405 (0.050) 25.05 0.405 (0.050) 25.05
300 0.398 (0.070) 48.90 0.402 (0.068) 46.37 0.402 (0.068) 46.37
100 0.385 (0.173) 299.81  0.392 (0.140) 197.65  0.392 (0.140) 197.65
50 0.400 (0.264) 697.82  0.407 (0.214) 460.12  0.407 (0.214) 460.12
heavy R+IC

600  0.408 (0.056) 31.72 0.406 (0.054) 29.01 0.406 (0.054) 29.01
300  0.403 (0.087) 75.08 0.403 (0.074) 54.82 0.403 (0.074) 54.82
100 0.404 (0.166) 275.28  0.399 (0.142) 200.59  0.399 (0.142) 200.59
50 0.438 (0.314) 997.94  0.424 (0.244) 600.63  0.424 (0.244) 600.63
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Table B.5: Results for the regression parameter G = 0.400 related to the con-
tinuous covariate. True error distribution: extreme value. Mean, standard
deviation and MSE (x10~%) are calculated over the simulations.

Assumed Error Distribution

Smoothed True Normal

MSE MSE MSE

N 3 (SD) (x107%) 3 (SD) (x107%) 5 (SD) (x107%)
light RC
600  0.402 (0.040) 15.96 0.400 (0.039) 15.33 0.420 (0.048) 27.40
300 0.415 (0.061) 39.21 0.413 (0.057) 33.84 0.432 (0.076) 68.03
100 0.414 (0.101) 104.29  0.408 (0.093) 86.87 0.415 (0.113) 129.37
50 0.428 (0.188) 361.29  0.436 (0.158) 260.77  0.438 (0.186) 359.47
light R4+I1C
600  0.403 (0.041) 17.17 0.400 (0.039) 15.53 0.404 (0.045) 20.06
300  0.416 (0.059) 37.93 0.412 (0.056) 32.98 0.417 (0.067) 48.18
100 0.416 (0.101) 103.67  0.409 (0.093) 87.23 0.410 (0.105) 111.89
50 0.433 (0.182) 343.47  0.436 (0.160) 268.39  0.429 (0.174) 311.89
heavy RC
600  0.407 (0.061) 38.05 0.403 (0.058) 34.09 0.453 (0.073) 80.63
300 0.427 (0.086) 82.19 0.420 (0.077) 63.28 0.463 (0.098) 135.13
100 0.389 (0.155) 241.04  0.398 (0.138) 190.95  0.431 (0.155) 248.61
50 0.454 (0.294) 895.33  0.441 (0.229) 540.61  0.464 (0.256) 698.09
heavy R+IC

600 0.413 (0.061) 38.47 0.403 (0.059) 34.94 0.426 (0.066) 50.42
300  0.432 (0.084) 80.49 0.420 (0.077) 63.71 0.440 (0.087) 92.29
100 0.419 (0.164) 271.55  0.405 (0.143) 203.32  0.425 (0.151) 234.82
50 0.445 (0.268) 736.90  0.452 (0.241) 607.49  0.461 (0.250) 662.22
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Table B.6: Results for the regression parameter Fo = 0.400 related to the

continuous covariate.

True error distribution: normal mixture.

Mean,

standard deviation and MSE (x10~%) are calculated over the simulations.

Assumed Error Distribution

Smoothed True Normal

MSE MSE MSE

N 3 (SD) (x107%) 3 (SD) (x107%) 5 (SD) (x107%)
light RC
600  0.405 (0.051) 26.07 0.403 (0.050) 24.79 0.412 (0.068) 48.18
300 0.401 (0.075) 56.31 0.400 (0.072) 51.28 0.418 (0.090) 84.56
100 0.386 (0.154) 239.62  0.386 (0.125) 158.23  0.397 (0.176) 311.23
50 0.361 (0.274) 763.56  0.358 (0.250) 640.84  0.369 (0.282) 806.32
light R4+I1C
600  0.408 (0.059) 35.94 0.407 (0.056) 31.74 0.424 (0.076) 62.83
300  0.408 (0.079) 62.88 0.401 (0.071) 50.22 0.432 (0.098) 105.56
100 0.403 (0.183) 336.76  0.397 (0.152) 230.94  0.417 (0.196) 386.41
50 0.376 (0.313) 983.42  0.391 (0.306) 935.42  0.390 (0.316) 997.41
heavy RC
600  0.400 (0.078) 60.87 0.396 (0.069) 48.17 0.368 (0.081) 74.92
300 0.392 (0.110) 121.55  0.404 (0.092) 85.67 0.373 (0.100) 106.46
100 0.367 (0.201) 414.59  0.380 (0.172) 301.03  0.363 (0.206) 437.47
50 0.315 (0.409) 1747.62 0.332 (0.347)  1253.25 0.327 (0.331)  1148.82
heavy R+IC

600 0.410 (0.091) 84.33 0.402 (0.084) 69.92 0.401 (0.096) 92.04
300 0.418 (0.107) 117.03  0.408 (0.095) 90.05 0.405 (0.113) 128.28
100 0.434 (0.302) 924.86  0.427 (0.249) 628.79  0.418 (0.267) 713.71
50 0.385 (0.479)  2296.79  0.392 (0.441) 1941.29  0.381 (0.429) 1843.27
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Figure B.1: Results for the standardized error distribution. True error distri-
bution: normal. Solid line: average fitted density, grey lines: 95% pointwise
confidence band, dashed line: true error density.
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Figure B.2: Results for the standardized error distribution. True error distri-
bution: extreme value. Solid line: average fitted density, grey lines: 95%
pointwise confidence band, dashed line: true error density.
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Figure B.3: Results for the standardized error distribution. True error distri-
bution: normal mixture. Solid line: average fitted density, grey lines: 95%
pointwise confidence band, dashed line: true error density.
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B.2 Simulation for the Bayesian normal mixture clus-
ter-specific AFT model

In this section we give the results of the simulation study introduced in Sec-
tion Tables [B4 and show the results for the regression parameters.
Further, Tables [BX9 - [B:TTl give the results related to the covariance matrix D
of the random effects In the first third (or half) of the tables, results based on
the Bayesian normal mixture AFT model are shown. The second third (half)
of the tables shows the results based on Bayesian AFT model with assumed
normal error distribution and finally the last third of Tables[B and show
the results obtained using the parametric AFT model with assumed normal
distribution, no random effects included and estimated using the maximum
likelihood.

Figures [B.4 and give the fitted standardized (in the case of Cauchy and
Student ¢ distribution only centered) error distribution compared to the true
density. Figures [B.fl and [B show the fitted hazard function for a combi-
nation of covariates z;; = 0 and z;; = 8.13 (median value). Always a com-
parison between the Bayesian normal mixture and the Bayesian model with
(incorrectly) specified normal error distribution is given. The same compari-
son, however with respect to the fitted survivor functions is given in Figures

B and B3
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Table B.7: Results for the mean of the covariate random effect v = —0.800
related to the binary covariate. Mean, standard deviation and MSE (x10~%)
are clculated over the simulations.

Estimation method

Bayesian mixture Bayesian normal ML, no random effects
MSE MSE MSE
N, n; 4 (SD) (x107%) 4 (SD) (x107%) 4 (SD) (x10™%)
True error = normal
100, 10 —0.798 (0.069)  47.01 —0.798 (0.069) 48.17 —0.798 (0.078)  60.45
50, 5 —0.813 (0.155)  240.43 —0.811 (0.149) 222.78 —0.812 (0.153)  235.67
True error = Cauchy t;
100, 10  —0.8100 (0.103) 107.16 —0.736 (0.139) 234.52 —0.738 (0.142)  238.91
50, 5 —0.766 (0.224) 512.72 —0.719 (0.255) 716.39 —0.721 (0.253)  703.97
True error = Student t»
100, 10 —0.793 (0.100)  99.91 —0.761 (0.104) 123.72 —0.7600 (0.108) 132.14
50, 5 —0.778 (0.218)  479.02 —0.759 (0.196) 401.28 —0.761 (0.200) 415.46
True error = extreme value
100, 10 ~ —0.797 (0.069)  47.39 —0.80 (0.075)  56.62 —0.802 (0.082)  66.90
50, 5 —0.815 (0.137)  191.09 —0.811 (0.138) 1924 —0.809 (0.142)  202.26
True error = normal mixture
100, 10  —0.804 (0.051)  26.60 —0.926 (0.144) 366.82 —0.923 (0.148)  369.41
50, 5 —0.787 (0.097)  95.70 —0.869 (0.291) 894.99 —0.863 (0.283)  840.46
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Table B.8: Results for the regression parameter 5 = 0.400 related to the con-
tinuous covariate. Mean, standard deviation and MSE (x10~%) are calculated
over the simulations.

Estimation method

Bayesian mixture Bayesian normal ML, no random effects
MSE MSE MSE
N, n; B (SD)  (x107%) B (SD)  (x107%) 3 (SD) (x107%)
True error = normal
100, 10  0.402 (0.027) 7.28 0.402 (0.027)  7.28 0.402 (0.030) 9.01
50, 5 0.397 (0.051)  26.31 0.397 (0.051)  25.6 0.399 (0.059) 34.67
True error = Cauchy t;
100, 10  0.392 (0.036)  13.23 0.361 (0.051) 41.84 0.357 (0.057) 50.73
50, 5 0.412 (0.071) 52.54 0.383 (0.081) 68.17 0.378 (0.109)  124.59
True error = Student t»
100, 10  0.394 (0.033) 11.51 0.379 (0.038)  19.02 0.378 (0.041) 21.62
50, 5 0.393 (0.076)  58.15 0.386 (0.069)  49.62 0.382 (0.084) 72.93
True error = extreme value
100, 10  0.404 (0.021) 4.34 0.403 (0.023)  5.41 0.402 (0.026) 6.76
50, 5 0.393 (0.042) 17.92 0.395 (0.045)  20.89 0.395 (0.051) 25.87
True error = normal mixture
100, 10  0.400 (0.019)  3.46 0.448 (0.048)  45.62 0.450 (0.052) 52.93
50, 5 0.394 (0.042) 17.65 0.432 (0.076)  68.1 0.444 (0.104)  127.26
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Table B.9: Results for the standard deviation of the random intercept
sd(b; 1) = 0.500. Mean, standard deviation and MSE (x10~%) are calculated
over the simulations.

Estimation method

Bayesian mixture Bayesian normal
N,ni  sd(bi1) (SD)  MSE  sd(bii) (SD)  MSE
True error = normal
100, 10 0.476 (0.069) 52.98 0.476 (0.068) 52.52
50, 5 0.321 (0.154)  559.95 0.324 (0.156)  551.48
True error = Cauchy t;
100, 10  0.381 (0.120)  284.36  0.188 (0.121) 1117.45
50, 5 0.118 (0.060) 1492.37 0.086 (0.013) 1718.19
True error = Student t»
100, 10 0.452 (0.094) 111.52 0.418 (0.106) 179.32
50, 5 0.160 (0.128) 1321.32 0.125 (0.086)  1480.14
True error = extreme value
100, 10 0.489 (0.061) 38.41 0.495 (0.069) 48.37
50, 5 0.343 (0.144)  453.41  0.305 (0.156)  625.15
True error = normal mixture
100, 10 0.493 (0.047) 22.33 0.428 (0.176)  360.99
50, 5 0.446 (0.093) 115.32  0.105 (0.048) 1583.26
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Table B.10: Results for the standard deviation of the covariate random effect
sd(b; 2) = 0.100. Mean, standard deviation and MSE (x10~%) are calculated

over the simulations.

Estimation method

Bayesian mixture

Bayesian normal

N, n;  sd(bi2) (SD) MSE sd(bi2) (SD) MSE
True error = normal
100, 10  0.125 (0.040) 22.13  0.125 (0.040) 22.30
50, 5 0.152 (0.059) 61.67 0.153 (0.059) 62.53
True error = Cauchy t;
100, 10  0.156 (0.058) 64.95 0.124 (0.054) 34.43
50, 5 0.093 (0.017)  3.36  0.083 (0.008)  3.60
True error = Student t»
100, 10  0.135 (0.031) 22.03 0.142 (0.033) 28.49
50, 5 0.105 (0.039) 15.61 0.097 (0.029)  8.30
True error = extreme value
100, 10  0.109 (0.027)  8.22  0.112 (0.028) 9.16
50, 5 0.151 (0.059) 60.72 0.142 (0.052) 44.71
True error = normal mixture
100, 10  0.094 (0.029) 851  0.174 (0.062) 93.20
50, 5 0.139 (0.043) 33.42 0.090 (0.020) 5.24
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Table B.11: Results for the random effects correlation corr(b; 1, , b;2) = 0.400.
Mean, standard deviation and MSE (x10~%) are calculated over the simula-

tions.

Estimation method

Bayesian mixture

Bayesian normal

N, n; cort(bi,1, bi2) (SD) MSE cort(bi,1, bi2) (SD) MSE
True error = normal
100, 10 0.391 (0.457) 2086.96 0.395 (0.459) 2108.60
50, 5 0.293 (0.343) 1292.59 0.290 (0.343) 1299.25
True error = Cauchy t;
100, 10 0.380 (0.372) 1385.34 0.210 (0.226) 873.41
50, 5 0.061 (0.090) 1232.64 0.014 (0.032) 1502.97
True error = Student t»
100, 10 0.266 (0.434) 2066.67 0.240 (0.423) 2045.53
50, 5 0.100 (0.197) 1284.85 0.070 (0.118) 1230.40
True error = extreme value
100, 10 0.388 (0.428) 1831.69 0.244 (0.469) 2442.23
50, 5 0.327 (0.409) 1722.62 0.249 (0.352) 1466.79
True error = normal mixture
100, 10 0.376 (0.401) 1617.48 0.228 (0.415) 2019.53
50, 5 0.307 (0.433) 1958.50 0.027 (0.051) 1413.30
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Figure B.4: Results for the standardized error density, estimated using the
Bayesian mixture model. Solid line: average fitted standardized density, grey
lines: 95% pointwise confidence band, dashed line: true standardized error
density.
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Figure B.5: Results for the standardized error density, estimated using the
Bayesian mixture model. Solid line: average fitted standardized density, grey
lines: 95% pointwise confidence band, dashed line: true standardized error
density.
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Figure B.7: Results for the hazard function, estimated using the Bayesian
mixture model (left part) and the Bayesian normal model (right part). Each
row shows the results for different true error densities. Solid line: average
fitted hazard, grey lines: 95% pointwise confidence band, dashed line: true
hazard function.
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Figure B.8: Results for the survivor function, estimated using the Bayesian
mixture model (left part) and the Bayesian normal model (right part). Each
row shows the results for different true error densities. Solid line: average
fitted survivor function, grey lines: 95% pointwise confidence band, dashed
line: true survivor function.
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Figure B.9: Results for the survivor function, estimated using the Bayesian
mixture model (left part) and the Bayesian normal model (right part). Each
row shows the results for different true error densities. Solid line: average
fitted survivor function, grey lines: 95% pointwise confidence band, dashed
line: true survivor function.
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B.3 Simulation for the Bayesian penalized mixture
cluster-specific AFT model

This section presents selected results of the simulation study introduced in
Section Tables and show the results for the regression param-
eters. Tables [BT4] and [BTH give the results for the variance components of
the model.

Figures and [B11] show the fitted survivor densities for the onset part
of the model for a combination of covariates x7; ; = 0.5 (median value) and
zi o = 1. Figures and give the fitted survivor densities for the
event part of the model for a combination of covariates mf#l = 0.5 (median
value) and x?,l,2 = 1. Corresponding fitted survivor functions are given in

Figures BT - [B14
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Table B.12: Results for the regression parameters from the onset part of the
model. Mean, standard deviation and MSE (x10~%) over the simulation.

61 = 0.200 02 = —0.100
)76 = MSE MSE
T°/7¢ b1 (SD) (x107%) b (SD) (x107%)
Scenario I

(error ~ normal mixture, random effect ~ extreme value)

5 0.199 (0.007) 0.56 —0.101 (0.004) 0.17
3 0.201 (0.008) 0.68 —0.100 (0.005) 0.20
2 0.198 (0.011) 1.30 —0.100 (0.006) 0.37
1 0.199 (0.014)  1.84 —0.100 (0.009)  0.76
1/2 0.200 (0.018)  3.14 —0.100 (0.010)  0.92
1/3 0.201 (0.019)  3.74 —0.101 (0.010)  1.02
1/5 0.198 (0.019) 3.51 —0.100 (0.010) 0.95
Scenario IT
(error ~ extreme value, random effect ~ normal mixture)
5 0.200 (0.010) 0.93 —0.101 (0.005) 0.30
3 0.202 (0.015) 2.38 —0.101 (0.008) 0.72
2 0.200 (0.019) 3.44 —0.099 (0.011) 1.27
1 0.196 (0.029) 8.73 —0.099 (0.019) 3.45
1/2 0.194 (0.038)  14.46 —0.097 (0.025)  6.30
1/3 0.201 (0.041)  16.73 —0.099 (0.024)  5.90
1/5 0.203 (0.043)  18.12 —0.100 (0.020)  4.12
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Table B.13: Results for the regression parameters from the event part of the
model. Mean, standard deviation and MSE (x10~%) over the simulation.

B1 = 0.300 B2 = —0.150
)76 = MSE MSE
T°/7¢ B1 (SD) (x107%) B2 (SD) (x107%)
Scenario I

(error ~ normal mixture, random effect ~ extreme value)

5 0.302 (0.014) 2.12 —0.149 (0.008) 0.64
3 0.301 (0.032) 9.99 —0.149 (0.021) 4.47
2 0.298 (0.056) 30.55 —0.150 (0.034) 11.75
1 0.304 (0.054) 29.04 —0.148 (0.028) 7.55
1/2 0.301 (0.043)  18.07 —0.147 (0.031)  9.66
1/3 0.311 (0.058) 34.67 —0.150 (0.035) 11.88
1/5 0.299 (0.050) 25.11 —0.151 (0.031) 9.68
Scenario IT
(error ~ extreme value, random effect ~ normal mixture)
5 0.298 (0.031) 9.40 —0.148 (0.016) 2.74
3 0.291 (0.040)  16.44 ~0.152 (0.022)  4.99
2 0.306 (0.065) 42.02 —0.146 (0.036) 13.01
1 0.299 (0.103)  105.54 —0.149 (0.057) 32.60
1/2 0.304 (0.121)  144.59 —0.151 (0.070)  48.40
1/3 0.296 (0.126) 157.36 —0.146 (0.071) 50.06
1/5 0.308 (0.112)  125.51 —0.142 (0.065)  42.10
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Table B.14: Results for the scale parameters from the onset part of the model.
Mean, standard deviation and MSE (x107%) over the simulation.

] ¢
)¢ = MSE MSE
Tt/ 7° True 7¢ 74 (SD) (x107%) True 7¢ #¢ (SD) (x107%)
Scenario I

(error ~ normal mixture, random effect ~ extreme value)
5 0.310 0.341 (0.035) 21.20 0.062 0.062 (0.002) 0.04
3 0.300 0.324 (0.037) 19.13 0.100 0.100 (0.002) 0.04
2 0.283 0.283 (0.031) 9.31 0.141 0.141 (0.003) 0.08
1 0.224  0.219 (0.024) 5.85 0.224  0.223 (0.006) 0.39
1/2 0.141 0.143 (0.018) 3.24 0.283 0.283 (0.006) 0.31
1/3 0.100 0.103 (0.035) 12.23 0.300 0.301 (0.012) 1.35
1/5 0.062 0.110 (0.097)  116.93 0.310 0.325 (0.034) 13.74

Scenario IT

(error ~ extreme value, random effect ~ normal mixture)
5 0.310 0.311 (0.009) 0.86 0.062 0.061 (0.003) 0.11
3 0.300 0.318 (0.112)  128.44 0.100 0.116 (0.099) 99.25
2 0.283 0.299 (0.141)  198.36 0.141 0.159 (0.126)  159.21
1 0.224  0.218 (0.011) 1.54 0.224 0.224 (0.012) 1.35
1/2 0.141 0.132 (0.021) 5.23 0.283 0.285 (0.013) 1.70
1/3 0.100 0.065 (0.037) 25.76 0.300 0.304 (0.013) 1.83
1/5 0.062 0.040 (0.030) 13.87 0.310 0.314 (0.015) 2.34
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Table B.15: Results for the scale parameters from the event part of the model.

Mean, standard deviation and MSE (x107%) over the simulation.

)76 = MSE MSE
7t/ e True 7° 7% (SD) (x107%) True 7° 7¢ (SD) (x107%)
Scenario I
(error ~ normal mixture, random effect ~ extreme value)

5 0.981 0.980 (0.393)  1532.34 0.196  0.202 (0.005) 0.60
3 0.949  0.987 (0.517)  2660.34 0.316  0.417 (0.160)  356.10
2 0.894  0.827 (0.065) 87.10 0.447  0.663 (0.217)  932.57
1 0.707  0.647 (0.046) 57.34 0.707  0.741 (0.090) 91.97
1/2 0.447  0.428 (0.039) 18.27 0.894  0.901 (0.017) 3.47
1/3 0.316  0.307 (0.037) 14.42 0.949  0.954 (0.018) 3.57
1/5 0.196  0.180 (0.037) 15.93 0.981 0.984 (0.018) 3.49
Scenario IT
(error ~ extreme value, random effect ~ normal mixture)
5 0.981 0.971 (0.030) 9.67 0.196  0.202 (0.012) 1.73
3 0.949  0.941 (0.040) 16.72 0.316  0.325 (0.054) 29.79
2 0.894  0.884 (0.049) 24.54 0.447  0.532 (0.237)  626.75
1 0.707  0.671 (0.040) 28.78 0.707  0.886 (0.273)  1056.64
1/2 0.447 0.394 (0.092) 111.54 0.894 1.160 (0.230)  1228.67
1/3 0.316  0.079 (0.115)  695.18 0.949 1.286 (0.214)  1589.69
1/5 0.196  0.024 (0.026)  302.36 0.981 1.345 (0.235)  1873.27
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Figure B.10: Results for the survivor density of the onset time, for the com-
bination of covariates z}, = (0.5, 1), scenario I (error ~ normal mixture,
random effect ~ extreme value). Solid line: average fitted survivor density,
grey lines: 95% pointwise confidence band, dashed line: true survivor den-
sity..
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Figure B.11: Results for the survivor density of the onset time, for the com-
bination of covariates a:;fl = (0.5, 1)/, scenario II (error ~ extreme value,
random effect ~ normal mixture). Solid line: average fitted survivor den-
sity, grey lines: 95% pointwise confidence band, dashed line: true survivor
density..



264 APPENDIX B. SIMULATION RESULTS

/e =5 /18 =1/5

0.04 0.08

0.00 0.05 0.10 0.15 0.20

0.00

0 10 20 30 40 50
b/ _
T°/7T¢ =1/3
- p
g mn
g 8
=] o r T T T T 1
0 10 20 30 40 50
/e =2 Tt /78 =1/2
8 8
S S T T T T T 1
0 10 20 30 40 50

0.04 0.08

0.00

Figure B.12: Results for the survivor density of the event time, for the com-
bination of covariates a:il = (0.5, 1)’, scenario I (error ~ normal mixture,
random effect ~ extreme value). Solid line: average fitted survivor density,
grey lines: 95% pointwise confidence band, dashed line: true survivor den-
sity..
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Figure B.13: Results for the survivor density of the event time, for the com-
bination of covariates a:il = (0.5, 1), scenario II (error ~ extreme value,
random effect ~ normal mixture). Solid line: average fitted survivor den-
sity, grey lines: 95% pointwise confidence band, dashed line: true survivor
density..



266 APPENDIX B. SIMULATION RESULTS

/18 =1/5

00 02 04 06 08 10
00 02 04 06 08 10

00 02 04 06 08 10
00 02 04 06 08 10

/e =2 /78 =1/2

00 02 04 06 08 10
00 02 04 06 08 10

00 02 04 06 08 10

Figure B.14: Results for the survivor function of the onset time, for the com-
bination of covariates x¥, = (0.5, 1)’, scenario I (error ~ normal mixture,
random effect ~ extreme value). Solid line: average fitted survivor func-
tion, grey lines: 95% pointwise confidence band, dashed line: true survivor
function..
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Figure B.15: Results for the survivor function of the onset time, for the com-
bination of covariates x;, = (0.5, 1), scenario II (error ~ extreme value,
random effect ~ normal ’mixture). Solid line: average fitted survivor func-
tion, grey lines: 95% pointwise confidence band, dashed line: true survivor
function..
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Figure B.16: Results for the survivor function of the event time, for the com-
bination of covariates x!, = (0.5, 1)’, scenario I (error ~ normal mixture,
random effect ~ extreme value). Solid line: average fitted survivor func-
tion, grey lines: 95% pointwise confidence band, dashed line: true survivor
function..
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Figure B.17: Results for the survivor function of the event time, for the
combination of covariates !, = (0.5, 1)’, scenario II (error ~ extreme value,
random effect ~ normal mb’(ture). Solid line: average fitted survivor func-
tion, grey lines: 95% pointwise confidence band, dashed line: true survivor
function..
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Appendix

Software

For all methodologies described in Part [l of the thesis a software in the form
of R (R_Development Core Team, 2005) packages smoothSurv and bayesSurv
has been written and can be downloaded, together with extensive manuals
and description on how to perform analyses shown in this thesis from the
Comprehensive R Archive Network at http://www.R-project.org. To op-
timize the computational time, all time consuming computation is performed
using the C++4 compiled code. In this appendix, we only briefly list the most
important functions from both packages.

C.1 Package smoothSurv

This package implements the methods for the penalized maximum-likelihood
AFT model as described in Chapter [ and involves, among others, the fol-
lowing functions:

smoothSurvReg fits the AFT model ([ZT]) with the error density ([ZZ) using
the method of penalized maximum-likelihood. It also allows for the
scale regression ([ZH);

plot.smoothSurvReg computes and plots the fitted error density ([Z2);

survfit.smoothSurvReg computes and plots the fitted survival function ([CI3)
for a specified combination of covariates;

fdensity computes and plots the fitted survival density ([ZI4) for a specified
combination of covariates;

hazard computes and plots the fitted hazard function ([ZIH) for a specified
combination of covariates;
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estimTdiff estimates expected survival time for a specified combination of
covariates or estimates expected value of the difference between the
survival times for two specified combinations of covariates based on the
AFT model fitted using the function smoothSurvReg.

C.2 Package bayesSurv

This package implements the Bayesian methods described in Chapters B —
I

For the Bayesian normal mixture cluster-specific AFT model of Chapter B,
the core functions include:

bayessurvregl runs the MCMC simulation for the AFT model &Il with
the error density (82) and normally distributed (multivariate) random

effects;

bayesDensity computes the estimate of the predictive error densities (B20)
and (BZI));

predictive computes the MCMC estimate of the predictive survival, density
or hazard function for a specified combination of covariates based on

the formulas ([BId), BIX) and EI9).

For the Bayesian penalized mixture cluster-specific and population-averaged
AFT models of Chapters @ and [ the core functions include:

bayessurvreg2 runs the MCMC simulation for the cluster-specific AFT model
@), [@2) with the error densities specified by ([@3)) and normally dis-

tributed (multivariate) random effects (Model M);
bayessurvreg3 runs the MCMC simulation for the cluster-specific AFT model
@1), @2) with the error densities specified by (@3) and univariate
random effects whose distribution is specified by [@3) (Model U);
bayesBisurvreg runs the MCMC simulation for the population-averaged AFT
model ([[ITl), (I2) with the error densities specified by ([[I3);
bayesGspline computes the estimate of the predictive density of the factors
whose distribution was specified as the penalized normal mixture ([I3)

or (I3). The function is based on formulas [(IIJ) and (II);

marginal.bayesGspline computes the estimates of the predictive marginal
densities of the factors whose distribution was specified as the bivariate

penalized normal mixture ([L3)).
predictive2 computes the MCMC estimate of the predictive survival, density
or hazard function for a specified combination of covariates based on

the formulas (@10), (@I1) or (TOIW), (TOIT).
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