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Summary

Survival analysis is used in various fields for analyzing data involving the duration
between two events. It is also known as event history analysis, lifetime data analysis,
reliability analysis or time to event analysis. One of the difficulties which arise in this
area is the presence of censored data. The lifetime of an individual is censored when it
cannot be exactly measured but partial information is available. Different circumstances
can produce different types of censoring. Interval censoring refers to the situation when
the event of interest cannot be directly observed and it is only known to have occurred
during a random interval of time. This kind of censoring has produced a lot of work
in the last years and typically occurs for individuals in a study being inspected or
observed intermittently, so that an individual’s lifetime is known only to lie between
two successive observation times.

This PhD thesis is divided into two parts which handle two important issues of
interval censored data. The first part is composed by Chapter 2 and Chapter 3 and it is

about formal conditions which allow estimation of the lifetime distribution to be based

on a well known simplified likelihood. The second part is composed by Chapter 4 and
Chapter 5 and it is devoted to the study of test procedures for the k—sample problem.
The present work reproduces several material which has already been published or has
been already submitted.

In Chapter 1 we give the basic notation used in this PhD thesis. We also describe the
nonparametric approach to estimate the distribution function of the lifetime variable.
Peto (1973) and Turnbull (1976) were the first authors to propose an estimation method

which is based on a simplified version of the likelihood function. Other authors have
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studied the uniqueness of the solution given by this method (Gentleman and Geyer,

1994) or have improved it with new proposals (Wellner and Zhan, 1997).

Chapter 2 reproduces the paper of Oller et al. (2004). We prove the equivalence
between different characterizations of noninformative censoring appeared in the liter-
ature and we define an analogous constant—sum condition to the one derived in the
context of right censoring. We prove as well that when the noninformative condition
or the constant—sum condition holds, the simplified likelihood can be used to obtain
the nonparametric maximum likelihood estimator (NPMLE) of the failure time dis-
tribution function. Finally, we characterize the constant—-sum property according to
different types of censoring. In Chapter 3 we study the relevance of the constant—sum
property in the identifiability of the lifetime distribution. We show that the lifetime

distribution is not identifiable outside the class of constant—sum models. We also show

that the lifetime probabilities assigned to the observable intervals are identifiable inside

the class of constant—sum models. We illustrate all these notions with several examples.

Chapter 4 has partially been published in the survey paper of Gémez et al. (2004).
It gives a general view of those procedures which have been applied in the nonparametric
problem of the comparison of two or more interval-censored samples. We also develop
some S—Plus routines which implement the permutational version of the Wilcoxon test,
the Logrank test and the ¢-test for interval censored data (Fay and Shih, 1998). This
part of the PhD thesis is completed in Chapter 5 by different proposals of extension of
the Jonckeere’s test. In order to test for an increasing trend in the k—sample problem,
Abel (1986) gives one of the few generalizations of the Jonckheree’s test for interval-
censored data. We also suggest different Jonckheere—type tests according to the tests
presented in Chapter 4. We use permutational and Monte Carlo approaches. We give
computer programs for each proposal and perform a simulation study in order compare
the power of each proposal under different parametric assumptions and different alter-
natives. We motivate both chapters with the analysis of a set of data from a study of the

benefits of zidovudine in patients in the early stages of the HIV infection (Volberding



et al., 1995).
Finally, Chapter 6 summarizes results and address those aspects which remain to

be completed.






Resum

L’analisi de la supervivencia s’utilitza en diversos ambits per tal d’analitzar dades que
mesuren el temps transcorregut entre dos successos. També s’anomena analisi de la
historia dels esdeveniments, analisi de temps de vida, analisi de fiabilitat o analisi del
temps fins a 'esdeveniment. Una de les dificultats que té aquesta area de I'estadistica
és la presencia de dades censurades. El temps de vida d'un individu és censurat
quan només és possible mesurar—lo de manera parcial o inexacta. Hi ha diverses cir-
cumstancies que donen lloc a diversos tipus de censura. La censura en un interval fa
referencia a una situacio on el succés d’interes no es pot observar directament i només
tenim coneixement que ha tingut lloc en un interval de temps aleatori. Aquest tipus de
censura ha generat molta recerca en els darrers anys i usualment té lloc en estudis on
els individus sén inspeccionats o observats de manera intermitent. En aquesta situacié
només tenim coneixement que el temps de vida de I'individu es troba entre dos temps

d’inspeccié consecutius.

Aquesta tesi doctoral es divideix en dues parts que tracten dues qiiestions impor-
tants que fan referencia a dades amb censura en un interval. La primera part la formen
els capitols 2 1 3 els quals tracten sobre condicions formals que asseguren que la versem-
blanga simplificada pot ser utilitzada en 'estimacié de la distribucié del temps de vida.
La segona part la formen els capitols 4 i 5 que es dediquen a l’estudi de procediments
estadistics pel problema de k£ mostres. El treball que reproduim conté diversos materials

que ja s’han publicat o ja s’han presentat per ser considerats com objecte de publicacio.

En el capitol 1 introduim la notacié basica que s’utilitza en la tesi doctoral. També

fem una descripcié de I'enfocament no parametric en 'estimacié de la funcié de dis-
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tribucié del temps de vida. Peto (1973) i Turnbull (1976) van ser els primers autors
que van proposar un metode d’estimacié basat en la versié simplificada de la funcié de
versemblanga. Altres autors han estudiat la unicitat de la solucié obtinguda en aquest
metode (Gentleman i Geyer, 1994) o han millorat el metode amb noves propostes (Well-

ner i Zhan, 1997).

El capitol 2 reprodueix larticle d’Oller et al. (2004). Demostrem l’equivaléncia
entre les diferents caracteritzacions de censura no informativa que podem trobar a la
bibliografia i definim una condicié de suma constant analoga a 1’obtinguda en el context
de censura per la dreta. També demostrem que si la condicié de no informacié o la
condicié de suma constant son certes, la versemblanca simplificada es pot utilitzar per
obtenir l'estimador de maxima versemblanca no parametric (NPMLE) de la funcié de
distribucio del temps de vida. Finalment, caracteritzem la propietat de suma constant
d’acord amb diversos tipus de censura. En el capitol 3 estudiem quina relacio té la
propietat de suma constant en la identificacié de la distribucié del temps de vida.
Demostrem que la distribucié del temps de vida no és identificable fora de la classe dels
models de suma constant. També demostrem que la probabilitat del temps de vida en
cadascun dels intervals observables és identificable dins la classe dels models de suma
constant. Tots aquests conceptes els il-lustrem amb diversos exemples.

El capitol 4 s’ha publicat parcialment en 'article de revisié metodologica de Gémez
et al. (2004). Proporciona una visié general d’aquelles tecniques que s’han aplicat en
el problema no parametric de comparacié de dues o més mostres amb dades censurades
en un interval. També hem desenvolupat algunes rutines amb S—Plus que implementen
la versié permutacional del tests de Wilcoxon, Logrank i de la ¢t de Student per a dades
censurades en un interval (Fay and Shih, 1998). Aquesta part de la tesi doctoral es
complementa en el capitol 5 amb diverses propostes d’extensié del test de Jonckeere.
Amb l'objectiu de provar una tendeéncia en el problema de k mostres, Abel (1986)
va realitzar una de les poques generalitzacions del test de Jonckheere per a dades

censurades en un interval. Nosaltres proposem altres generalitzacions d’acord amb els
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resultats presentats en el capitol 4. Utilitzem enfocaments permutacionals i de Monte
Carlo. Proporcionem programes informatics per a cada proposta i realitzem un estudi
de simulacié per tal de comparar la potencia de cada proposta sota diferents models
parametrics i suposits de tendencia. Com a motivacié de la metodologia, en els dos
capitols s’analitza un conjunt de dades d’un estudi sobre els beneficis de la zidovudina
en pacients en els primers estadis de la infeccié del virus VIH (Volberding et al., 1995).

Finalment, el capitol 6 resumeix els resultats i destaca aquells aspectes que s’han

de completar en el futur.
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Chapter 1

Introduction

At the beginning, this PhD thesis was motivated by the idea that existing k—sample
testing methods for interval-censored data needed to be compiled and studied for further
extension. The results from this research were part of the material for a seminar course
that Guadalupe Gémez, M. Luz Calle and Ramon Oller did in 2001. Then, the work
done in this seminar produced a survey paper about interval censoring (Gémez et al.,
2004) and motivated a new interest for this PhD thesis. From the interval censoring
issues introduced in this seminar we questioned ourselves about the validity of the
simplified likelihood function. Henceforth, this PhD thesis followed two lines of research.
The first part of the present work (Chapter 2 and Chapter 3) is about theoretical
foundations in the nonparametric estimation approach. The second part (Chapter 4
and Chapter 5) considers existing methods for the k-sample problem and gives new

proposals.

This chapter deals with the basic concepts and notation needed for the subsequent
chapters. In Section 1.1 we give the notion of interval-censored data. In the following
sections we consider different aspects related to the nonparametric maximum likelihood
estimator (NPMLE) of the lifetime distribution. Section 1.2 introduces the simplified
likelihood function. Section 1.3 is devoted to maximization methods for the simplified
likelihood. Section 1.4 describes the Turnbull’s intervals, that is, the set of intervals

where the nonparametric estimator concentrates its mass. Section 1.5 provides the no-
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tion of self—consistency, a concept which will play an important role in the development
of this PhD thesis. Section 1.6 addresses computation of the NPMLE via the S-Plus

package. Finally, we give an outline of the subsequent chapters in Section 1.7.

1.1 Interval censoring

Methods for lifetime data have been widely used in a large number of studies in medical
and biological sciences. In this setting the lifetime variable of interest, T', is a positive
random variable representing the time until the occurrence of a certain event £. For
instance, in the area of clinical and epidemiological studies, this event of interest is
often the onset of a disease, the disappearance of disease’s symptoms, or death. A
key characteristic that distinguishes survival analysis from other areas in statistics is
that lifetime data are usually censored. Censoring occurs when information about
the lifetimes of some individuals is incomplete. Different circumstances can produce
different types of censoring. It can be distinguished between right-censored data, left-
censored data and interval-censored data.

Interval censoring mechanisms arise when the event of interest cannot be directly
observed and it is only known to have occurred during a random interval of time. In this
situation, the only information about the lifetime 7" is that it lies between two observed
times L and R. We in fact formally observe a random censoring vector (L, R), such
that T € | L, R] with probability one. We use the following bracket notation |L, R|
to indicate an interval that can be closed, open or half open depending on the interval
censoring model. We find in the articles of Peto (1973) and Turnbull (1976) the first
approach to the estimation of the distribution function when data are interval-censored.
These authors consider closed intervals, [L, R], so that exact observations are taking
into account. We find in the literature other censoring mechanisms closely related to the
concept of interval censoring as introduced by Peto and Turnbull. For example, if the

event is only known to be larger or smaller than an observed monitoring time, the data
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conforms to the current status model or interval-censored data, case 1. In experiments
with two monitoring times, U and V with U < V', where it is only possible to determine
whether the event of interest occurs before the first monitoring time (7" < U), between
the two monitoring times (U < 7" < V), or after the last monitoring time (7" > V),
the observable data is known as interval-censored data, case 2. A natural extension of
case 1 and case 2 models is the case k model, where k is a fixed number of monitoring
times. Schick and Yu (2000) discuss an extended case k model where the number of
monitoring times is random. In all these censoring schemes the intervals are half open
and non—censored observations are not considered. Yu et al. (2000) generalize the case

2 model so that exact observations are allowed.

Many recent books concerning survival analysis have incorporated the interval cen-
sored data topic. We mention as references the last book editions of Kalbfleisch and
Prentice (2002) and Lawless (2003) which give a comprehensive and modern approach

to models and methods for lifetime data.

1.2 The simplified likelihood

A model for interval-censored data is described by the joint distribution, Fry g , be-
tween the random variable 7" and the observables (L, R). The fact that | L, R] contains
T requires that the support of (T, L, R) is a subset of {(¢,{,7):0 <1<t <r < +oo}.

We denote the lifetime distribution by
dW(t) = P(T € dt),

and by
dFp r(l,r)=P(Ledl,Redr,T € |l,r]) (1.1)

the contribution to the likelihood of an individual with observed interval |l,r|. Because
the construction of the likelihood is not straightforward, the interval censoring prob-

lem has been generally treated via the nonparametric maximization of the simplified
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likelihood defined as the probability that 7" belongs to |l,7|. This likelihood considers
the observed intervals as fixed in advance and ignores their randomness. If we con-
sider a sample of n independent realizations of the observables, (I1,71),. .., (l,,,), the

simplified likelihood can be expressed as,

LOV) = H/ aw (t) = T Pw (L1, 72)). (1.2)
i=1 {t:te|li,ri} i=1
As uncensored observations are allowed, we assume in the sequel that Py ({t}) = dW (¢).

The appropriateness of the simplified likelihood with interval-censored data has

been based on the so-called noninformative conditions which have been introduced in

the papers of Self and Grossman (1986) and Gémez et al. (2004). In a more general
censoring framework, Heitjan and Rubin (1991), Heitjan (1993) and Gill et al. (1997)
develop and characterize the analogous notion of coarsening at random conditions.
In Oller et al. (2004) different characterizations for the noninformative condition are
given and their equivalence is shown. They introduce a weaker condition, namely the
constant—sum condition, which is sufficient for the validity of the simplified likelihood
(1.2) in a nonparametric estimation of the lifetime probability distribution W. The
constant—sum condition for interval censoring is an extension of the same notion in
Williams and Lagakos (1977) or Ebrahimi et al. (2003), in the context of right censoring,

and Betensky (2000), in the context of current status data.

1.3 Maximum likelihood estimation

The nonparametric likelihood estimator of W (t) is a monotonically increasing function
which maximizes the simplified likelihood function (1.2). The resulting estimator might
not be unique because the likelihood for an interval-censored observation depends only
on the difference between the survival values at the end-points of that interval and

not at all on the detailed behavior within the interval. It is important to remark that
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computational results could be different if we treat intervals as closed, open or half open.
The continuous nature of the variables would induce us to think that such a precision
is not important. However, as it is exposed in Ng (2002), different interpretations of
the intervals lead to different likelihood functions, which in turn could imply different

nonparametric maximum likelihood estimates.

One of the first papers approaching the maximum likelihood estimation for interval—
censored data is due to Peto (1973) who reports data from annual surveys on sexual
maturity development of girls. Peto proposes a method based on maximizing the log—
likelihood by a suitable constrained Newton-Raphson programmed search. Few years
later, Turnbull (1976) approaches the more general problem of the analysis of arbi-
trarily grouped, censored and truncated data and derives a self-consistency method to
obtain the nonparametric estimator of the distribution function. This method can be
taken as a particular case of the expectation-maximization (EM) algorithm and can be
applied, in particular, to deal with interval-censored situations. Few more years elapsed
before these methods were applied in different setups, but these two pioneers papers
are today the seed of most of the practical results. Moreover, many papers since then
consider and discuss computational issues arising in the calculation of the nonpara-
metric maximum likelihood estimation from censored data. For instance, Gentleman
and Geyer (1994) provide standard convex optimization techniques to maximize the
likelihood function and to check the uniqueness of the solution. Another example is the
proposal in Groeneboom and Wellner (1992) who use isotonic regression theory in the
interval censored—data model case 1 and case 2. This proposal implies the application
of the convex minorant algorithm to determine the nonparametric maximum likelihood
estimate. Wellner and Zhan (1997) improve this method with an hybrid algorithm
based on a combination of the EM algorithm and a modified iterative convex minorant

algorithm.
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1.4 Turnbull’s intervals

In what follows we introduce the set of intervals where the nonparametric estimator of
the distribution function W concentrates its mass. As proposed in Turnbull (1976), we
consider closed observed intervals Iy = [l1,71],..., I, = [l,,7s]. The definition below
is easily modifiable to cover open or half open intervals. For instance, Gentleman and
Geyer (1994) consider open intervals, Kalbfleisch and Prentice (2002) consider half open
intervals and Yu et al. (2000) consider mixed interval censored data which include
half open intervals and exact observations. From the sets £ = {l;;1 < i < n} and
R ={r;,1 <i < n} we can derive all the distinct closed intervals whose left and right
end-points lie in the sets £ and R respectively and which contain no other members
of £ or R other than at their left and right endpoints respectively. Let these intervals,
known as Turnbull’s intervals, be written in order as [q1, p1], [¢2, D2, - - -, [m, Dm]. We

illustrate this construction with the following example.

Example 1.1. Suppose that the following n = 6 intervals have been observed [0, 1],
[4,6], [2,6], [0,3], [2,4], [5,7]. Then, Turnbull’s intervals are given by [¢1,p1] = [0, 1],

[QQ7p2] - [273]7 [Q37p3] = [474] and [Q47p4} = [576]

As noted by Peto (1973) and Turnbull (1976), any distribution function which in-

creases outside Turnbull’s intervals cannot be a maximum likelihood estimator of W.

Moreover, the total likelihood is a function only of the amount that the distribution
curve increases in the Turbull’s intervals and is independent of how the increase actually
occurs. Thus, the estimated distribution curve is unspecified in each [g;, p;] and is well

defined and flat between these intervals.

Denoting by w; = Py ([gj,p;]) the weight of the j™ interval, j = 1,...,m — 1,
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Wy, =1 — Z;n;ll w;, we can write down the simplified likelihood (1.2) as

L(wy, ..., wp1) = H <Za§w]~> (1.3)

i=1 \j=1

where the indicator o = 1y, p,1citi,r]y €xpresses whether or not the interval [g;,p;]

is contained in [l;,7;]. The vectors w = (wy,...,w,) define equivalence classes on
the space of distribution functions W which are flat outside U;”Zl[qj,pj]. Therefore,
the maximum will be at best unique only up to equivalence classes and the problem

of maximizing L has been reduced to the finite-dimensional problem of maximizing a
function of wy, ..., wy,—; subject to the constraints w; > 0 and 1 — Z;”;ll w; > 0.
The total likelihood, as a function of wy, ..., w,_1, is strictly convex (except on

the boundaries of the constrained region on which the likelihood function is zero), so

the values of wy, ..., w,_1 that maximize it are unique. Let @ = (w1, ...,w,,) be the

maximizing solution of (1.3). Turnbull’s nonparametric estimator W for W is given by

A 0 if t<q
W(t)=q wi+-+u if pp<t<gu, 1<k<m-—1 (1.4)
1 it t>pn

and is not specified for ¢ € [g;,p;], for 1 < j < m.

The variances and covariances of the non zero w; are given by the inverse of the
second derivatives matrix of the logarithm of simplified likelihood (1.3) with respect
to wy,...,w,_1. However, there is no yet theoretical justification for this procedure,
the problem being a violation of the usual assumption of a fixed number of unknown

parameters that remains unchanged with increasing the sample size.

Example 1.2. The simplified likelihood corresponding to the previous 6 intervals in
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Example 1.1 is given by

Ly (wy, wy, ws,wy) = H(ZO‘;PW({%Z?J‘D)

i=1 \j=1

= (w1)(w3 + wg) (w2 + ws + wy) (w1 + w) (w2 + w3)(wy),

The maximizing solution is found at the point (iwy, ws, w3, wy) = (i, i, %, g) and has
estimated variance-covariance matrix equal to
3/64 —3/64 3/128 —3/128
—3/64 11/64 —19/128 3/128

3/128 —19/128  53/256 —21/256
—3/128  3/128 —21/256  21/256

Thus Turnbull’s nonparametric estimator W for W is given by

(0 if t<0
: if 1<t<2
W(t)=q +=21+1 if 3<t<4
5 _ 1 1 1
§_Z+Z+§ if 4§t<5
1 if t>6

Ve

Figure 1.1: Distribution function for the fictitious example. In regions [0,1], [2,3], [4,4], [5,6] the
distribution function is not identified
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1.5 Self—consistency

We now introduce the concept of self-consistency and give its equivalence with the
property of maximum likelihood. The idea of self-consistency was first used by Efron

(1967) and it is applied in different fields of statistics, see Tarpey and Flury (1996).

If WO denotes the unknown empirical distribution function of the unobserved lifetimes

tlat27 s 7tn7
1 n
= ﬁ Zl 1{ti§t}7

then a distribution function W is called a self-consistent estimate of W when

A

W(t) = Ey (W) (L, 71), - - - (I, 7).

In terms of the Turnbull’s intervals, a self-consistent estimator of w = (wy, ..., w,,) is
defined to be any solution @ = (i1, ..., w,,) of the following simultaneous equations:
1 e~ ol
Wy ==Y = 1< j<m. (1.5)

m ~
ne3 D iy o

We note that the terms ;" aju; correspond to Py, ([l;,ri]), and the self-consistent

equations (1.5) can also be written as

PW([ pil) o r < m
D =[] sy B FEaltn) 1S5Sm0

where Fg’ r denotes the empirical distribution function of the observed sample data,

<l17T1>7 ceey (lnvrn)a

FBR l,7) Zl{l <lri<r}-

The maximization of the simplified likelihood (1.3) can be considered as a concave

programming problem with linear constraints. Thus, as noted in Gentleman and Geyer
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(1994), the Kuhn-Tucker conditions are necessary and sufficient for optimality. That

is, W is a maximum likelihood estimate if and only if, for every 7, either

dF? (1) 1< o
a0 = =1 when w; # 0, (1.7)
//{\(l’r):[q]'up]’]g[lvﬂ} PW( Ll’ TJ) n ; Zl:l Oélwl :

or

dF° L(1,r) 1< o
// wz_zmifwgl when w; = 0. (1.8)
trrgmpciay P (L)) — e S iy

Thus, if W is a maximum likelihood estimator for w, then w satisfies the self-consistent
equations (1.6). Conversely, the solution @ of the self-consistent equations (1.6) is the

nonparametric maximum likelihood estimator of w provided that condition (1.8) holds.

1.6 Computational aspects

If we first define z/(w) = Ema—;ile and 7;(w) = 3" | it (w), then the expectation-
o QGw n i

maximization (EM) algorithm runs as follows:

(A) Choose starting values w® = (w?, ..., w?). This can be any set of positive num-

bers summing to unity.

(B) Expectation step: evaluate p(w®) fori=1,...,nand j=1,...,m.
C) Maximization step: obtain improved estimates w! = (wi,... , wl) by settin
1 m y g
wi = 7;(w®) for j =1,...,m.

(D) Return to step (B) with w! replacing w? till the required accuracy has been

achieved.
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(E) Denote by w = (wy,...,W,) the limiting solution and check Kuhn-Tucker con-
dition (1.8). Finish if it is satisfied, otherwise go to step (A) and start with a

different set of initial values.

The S—Plus software (version 6.0) provides a set of commands to perform survival
analysis with interval-censored data. The EM algorithm used by this software con-
siders semi—closed intervals (L, R] where L. < T < R and incorporates exact, right-
censored, and left-censored data. A vector censor.codes is first defined, it assigns
a numerical value to each individual to distinguish whether the observation is exact
(censor.codes=1), right-censored (censor.codes=0), left-censored (censor.codes=2)
or interval-censored (censor.codes=3). Vectors lower and upper contain the lower and
the upper limit, respectively, of the intervals. These are the objects that the procedure
kaplanMeier needs in order to estimate the survival function using Turnbull’s method,
that is, svf <- kaplanMeier(censor (lower, upper,censor.codes)~1). Plots of
the estimated survival function can be obtained by either plot(surv.est) or
plot.kaplanMeier(surv.est).

It is important to note that this software occasionally returns a point that is lo-
cal maximum but not is the nonparametric maximum likelihood estimator. See, for

instance, Lawless (2003, page 138).

Example 1.3. We illustrate the S-Plus commands with the previous fictitious example.
It is important to note that the intervals are closed and we should redefine the lower

limits by subtracting a small quantity, say 0.01.

censor.codes <- c¢(3,3,3,3,3,3)
lower <- ¢(0,3.99,1.99,0,1.99,4.99)
upper <- c(1,6,6,3,4,7)

The estimated survival function we will obtain with the procedure kaplanMeier is the

following:
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Number Observed: 6
Number Censored: 6
Confidence Type: 1log
Survival Std.Err 95% LCL 95% UCL

(-Inf, 0.00] 1.000 0.000 1.000 1
(¢ 1, 1.99] 0.750 0.217 0.426 1
( 3, 3.99] 0.501 0.354 0.125 1
( 4, 4.99] 0.375 0.286 0.084 1
( 6, Inf) 0.000 0.000 NA NA

1.7 Outline of the subsequent chapters

Chapter 2 reproduces the paper of Oller et al. (2004). We prove the equivalence be-
tween different characterizations of noninformative censoring appeared in the literature
and we define an analogous constant—sum condition to the one derived in the context
of right censoring. We prove as well that when the noninformative condition or the
constant—sum condition holds, the simplified likelihood can be used to obtain the non-
parametric maximum likelihood estimator (NPMLE) of the failure time distribution
function. Finally, we characterize the constant—sum property according to different
types of censoring.

The work we introduce in Chapter 3 is a sequel of Oller et al. (2004) and it is
under revision in an international journal. We study the relevance of the constant—sum
property in the identifiability of the lifetime distribution. We show that the lifetime

distribution is not identifiable outside the class of constant—sum models. We also show

that the lifetime probabilities assigned to the observable intervals are identifiable inside
the class of constant—sum models. We illustrate all these notions with several examples
and situations.

Chapter 4 has partially been published in the survey paper of Gémez et al. (2004).
It gives a general view of those procedures which have been applied in the nonparametric

problem of the comparison of two or more interval-censored samples. We also propose
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a new test which generalizes the class of tests for right—censored data in Harrington
and Fleming (1982). We have implemented with S-Plus functions those tests which are
based on a permutational distribution method.

In Chapter 5 we propose different extensions of the Jonckeere’s test. In order to
test for an increasing trend in the k—sample problem, Abel (1986) gives one of the few
generalizations of the Jonckheree’s test for interval-censored data. We also suggest
different Jonckheere—type tests according to the tests presented in Chapter 4. We
use permutational and Monte Carlo approaches. We give computer programs for each
proposal and perform a simulation study in order compare the power of each proposal
under different parametric assumptions and different alternatives. We motivate Chapter
4 and Chapter 5 with the analysis of a set of data from a study of the benefits of
zidovudine in patients in the early stages of the HIV infection (Volberding et al., 1995).

Finally, Chapter 6 summarizes results and address those aspects which remain to

be completed.






Chapter 2

Model characterizations for the
validity of the simplified likelihood

As we have introduced in Chapter 1, inference methods with interval-censored data
are mainly based on what we will refer to as the simplified likelihood, that is, the
likelihood we would obtain if the censoring intervals were fixed in advance and we
would ignore their randomness. Turnbull (1976), Groeneboom and Wellner (1992) and
Shick and Yu (2000), among other authors, approach the estimation of the distribution
function via the simplified likelihood. In this chapter we discuss different conditions
under which such likelihood—based inferences are correct. Williams and Lagakos (1977),
in the context of right censoring, and Betensky (2000), in the context of current status
data, addressed an analogous problem. Sufficient conditions for the appropriateness
of the simplified likelihood with interval-censored data are introduced in the papers
of Self and Grossman (1986) and Gémez et al. (2004). In a more general censoring
framework, Heitjan and Rubin (1991), Heitjan (1993) and Gill et al. (1997) develop and
characterize a closely related concept, the so—called coarsening at random conditions.
This chapter adapts the paper of R. Oller, G. Gémez and M. L. Calle (2004) pub-
lished in The Canadian Journal of Statistics to the terminology of this work. The
remainder of this chapter is organized as follows. Section 2.1 introduces different non-
informative censoring conditions and states their equivalences. In Section 2.2 we gen-

eralize the constant-sum condition introduced by Williams and Lagakos (1977) in the
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context of right—censoring. We distinguish between the constant—sum condition, which
ensures that the inference process can omit the randomness of the intervals, and the
noninformative conditions, which ensure that the censoring mechanism cannot affect
the distribution of the time to the event of interest. We state the relationship between
these two concepts. Section 2.3 reviews specific censoring schemes and states the general

concepts of noninformativeness and constant—sum for these models.

2.1 Noninformative models

The goal of this work is to define conditions under which the contribution to the like-
lihood of an individual dFy, g(l,r) = P(L € dl,R € dr,T € |l,r]) is proportional to
Pw(|l,r]), that is, the probability that T" belongs to |[, 7] ignoring the censoring mech-
anism. The noninformative censoring condition is usually assumed to justify the use
of the simplified likelihood. We will show later that, indeed, under a noninformative
censoring mechanism, the nonparametric maximum likelihood estimator (NPMLE) of
the lifetime distribution function, W, also maximizes the simplified likelihood. First,

we introduce in Theorem 2.1 three definitions for noninformativeness of the interval

censoring mechanism and we prove that they are equivalent. The first characterization
has been proposed in Self and Grossman (1986) and it is in terms of the conditional
distribution function of the lifetime variable given the observables, Fr; r. The second

and third characterizations are in terms of the conditional distribution function of the

observables given the lifetime variable, F gr. Goémez et al. (2004) use the second
definition to derive the simplified likelihood, while the third definition follows from the
coarsening at random notion used in Heitjan and Rubin (1991), Heitjan (1993) and Gill
et al. (1997).

Theorem 2.1. The following properties define the noninformative condition and are

equivalent:
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(a) The conditional distribution of T given L and R satisfies

v
Py ([l,r]) “

dFT|L,R(t’l, 7") =
that is, censoring in |l,r| provides the same information as T being in [, r].

(b) The conditional distribution of L and R given T satisfies that

dF r(l,T)
dFL,RIT(lﬂ’V) = m Lepir)y (2.1)

that is, the observables (I,1) are not influenced by the specific value of T in [1,r].
(¢) The conditional distribution of L and R given T satisfies that
dFp rir(l,r|t) = dFL7R|T(l,T|t') on{(l,r):te|l,r] andt € |l,r]}
that is, two specific values of T that are consistent with the observables always

provide the same information.

Proof:

(a) implies (b):
o dWV(t)
~ Pw(llr])

following the usual rules for conditional distributions, we have

If dFprpr(tll,T) 1ie(ir)y, then for any (¢,1,7) such that ¢ € [I,7],

dFT7L7R(t, l, 7“) _ dFT‘LyR(t”, T)dFL’R(l, T)
AW (t) AW (t)

dFL,R\T(la Tlt) =

. dW(t)dFL,R(l,T> . dFL’R(l,T)
Pl r))dw(t) P (lr])

(c) follows straightforwardly from (b). The proof is omitted.
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(¢) implies (a):
If dFy gr(l,r|t) = dFp gye(Lr|t') on {(I,r) : t € [I,r] and ¢’ € [I,7]}, then for any
fixed (¢,1,r) such that ¢t € [I,r|

dFpr(l,r) = /

dFT’LVR(S,l,T’) = / dFL7R‘T(l,T‘|S)dW<S)
{s:s€|l,r]}

{s:s€|l,r|}

= / dFL,R|T(l, T"t)dW(S) = dFL’R|T<l, T’t)Pw( U, TJ)
{s:se|l,r]}

Then, if we use this last equality and we follow the usual rules for conditional distribu-

tions, we have

dF (t|l )_dFT,L,R(t,l,T’)_ dFL,R|T(l,7“|t) dW(t) B dW(t)
T\L,R(E|L,T) = dFpr(l,r)  dEppr(,rlt) Pw(lr])  Pw(llr])

2.2 Constant—sum models

As mentioned before, the noninformative censoring condition allows to obtain the
NPMLE of W using the simplified likelihood. That is, the observables can be treated
as fixed in advance when making nonparametric inferences for the lifetime distribution
function. Here we introduce a weaker condition, namely the constant—sum condition,

which is sufficient for these inferences to be correct.

The following definition for the constant—sum condition extends that of Williams
and Lagakos (1977) in the context of right censoring. The condition proposed here is

based on the marginal laws of the censoring model, W and F7, .

Definition 2.2. A censoring model is constant—sum if and only if, for any ¢ > 0 such

that dW (t) # 0, the following equation holds

// dFLellr) _ (2.2)
(rytelry Pw(llr])
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Theorem 2.3. If a censoring model is constant—sum, the NPMLE of the lifetime dis-

tribution function also maximizes the simplified likelihood.

Proof:

Let us start by denoting the support of the lifetime variable as Dy, ={t > 0: dW () #0}.
Consider a random sample |ly,71], ..., [ln,7n], of (L, R). The logarithm of the full

likelihood (equation (1.1)) can be written as

Zlog P (|l rs]) + Zlog dK (I;, ;) (2.3)

where Py ([1,7]) :/ dW(t) and dK(l,r)=P(Ledl,Redr|T € [l,r]).

Dy n{t:te(lr]}
The NPMLE of the pair (W, dK) is obtained by maximizing equation (2.3) subject to
the constraints: (i) W is a distribution function with support Dy , (ii) dK takes values
in [0,1] and (iii) the following link between W and dK given by the total probability

of the observables

//{oggr} AFrallyr) = //{OSZST} Bu(llr])dk(r) = 1. (2.4)

Equation (2.4) can be equivalently written as

/DW (//{(m:teu,@} dK(M)) AW (t) = 1.

If we assume that the model is constant-sum, then in the maximization problem we

have to add equation (2.2) as a new constraint (iv)

// dK(l,r) =1 for any t € Dy .
{(l,r):te|l,r]}

Condition (iii) derives from condition (iv), and consequently it can be omitted in

the maximization problem. This means that equation (2.4) is no longer a constraint
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between W and dK. Thus, the NPMLE of each component of the pair (W,dK) can
be obtained separately by maximizing the left-hand side of equation (2.3) under the
constraint (i) and maximizing the right-hand side of equation (2.3) under the constraint
(ii) and (iv). This proves the theorem because the left-hand side of equation (2.3) is

the logarithm of the simplified likelihood for the given sample.
O

For the sake of completeness, it is interesting to note that for any ¢ > 0 the constant—

sum condition (2.2) can be expressed as well as

_AW(E) o
//{(l,r):teu,rj} Pw([l,7]) dFp (L) = dW(t). (2.5)

Equation (2.5) is the well-known self-consistent equation which is the basis of the
nonparametric maximum likelihood estimation of W, see Turnbull (1976).

In the rest of this section we discuss the relationship between the noninformative
and the constant—sum conditions. The following two propositions show that the non-

informative condition is sufficient but not necessary for a model to be constant—sum.

Proposition 2.4. If a censoring model is noninformative then the model is constant—

sum.

Proof:

Indeed, for any ¢ > 0 such that dW (t) # 0, it follows from Equation (2.1) that

dF
// A // dFy gr(l,r|t) =
(rtery Pw 'f’J (L)l lr]}

and, consequently, the constant—sum condition holds.
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This proposition together with Theorem 2.3 justifies the use of the simplified like-
lihood when the censoring mechanism is noninformative. Next proposition ensures
that if the underlying model is constant—sum, there exists a full model that satisfies
the noninformative condition and has the same marginal laws of the lifetimes and the

observables.

Proposition 2.5. If a censoring model, Fr, 1, r,, satisfies the constant-sum condition,
then there always exists a noninformative model, Fr, 1, r,, such that Wy = W, and

FL27R2 = FLLRI'
Proof:

Define Fr, 1, r, by

AW, (t)dFy, g, (1,7)

dFT27L2,R2 (t’ l7 T) = Py (U TJ) l{tetlﬂ}'
1 b

Since model Frp, 1, g, is constant-sum, the model Frp, 1, r, defines a probability measure

such that T, € | Ly, Ro| with probability one:

teo dF’ l
/// dFT2,L2,R2(t7l7T) :/ dWl<t) (// M)
{(t,L,r):te|lr]} 0 {(,r):te|l,r]} Pw, ([1,7])
+o0o
- / AW (t) = 1.
0

Furthermore, for any ¢ > 0, one has

dWQ // dFT2 Lo, RQ(t, l,T’)
{(t,;r):te|lr]}

o (ff R ) = e

and for any ([,r) such that 0 <1 <r,
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dFLQ,Rz (lv T) = / dFTQ,LQ,Rz (ta l, T)
{t:te|l,r]}

AW, (1) )
— dFy, (0, / LI R -
ff ( ) ( {t:te|l,r]} PWl(Ll7rJ) fnft ( )

Finally, it follows that F, g7, satisfies Equation (2.1) for any (¢,[,7) such that
t € [l,r] and dWs(t) # 0, viz.

dFT27L27R2 (t, l, ’I") . dW1<t)dFL1731 (l, T) . dFL2,R2(l, ’I")

dFL27R2|T2(l7T‘t> = dW2(t) o PW1(UJTJ>dW2<t) B PWQ(LZ7TJ) .

d

Further discussion about the relationship between the noninformative and the
constant—sum conditions is given by Lawless (2004). The author consider situations
where an inspection process defines the censoring observations. Then, the indepen-
dence between the inspection process and T implies that the noninformative condition,
and consequently the constant—sum condition, holds. Moreover, when the inspection
process depends on T, Lawless (2004) proves that the constant—sum property is equiv-
alent to the existence of an alternative inspection process which is independent of T’
and which gives the same distribution for the observables, F, g, as the underlying true
inspection process.

In the following example we illustrate that the constant—sum condition does not

imply the noninformative condition.

Example 2.6. Here we present two related models sharing the same marginal distri-

butions. The first one satisfies the constant—sum condition but not the noninformative

censoring condition while the second one is noninformative.
Let Dy = {0, 1,2,3} be the support of the lifetime variable and Dp, , = {[0,0], [0, 2],
[1,1],[1,3],]2,2],[3,3]} the observable censoring intervals. We consider the model de-

termined by the joint probability between the lifetime variable and the observables,
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dFrp r(t, 1, r), given by Table 2.1. It is easy to verify that this model holds the constant—
sum condition (2.2) for each t € {0,1,2,3}. For instance, for t = 1 the constant—sum

condition is

dFLR(l,’I“) . dFLJDL(O,Q) dFLR(l 1) dFL R(l,S) .
Py(llr])  Pw(l0,2])  Av([1,1]) ~ Pw([1,3])

{(l,r):1€ll,r]}

_3/16 2/16  3/16

=51 g Ty Tk

However, this model does not hold the noninformative condition. For instance,
dFLR‘T(O,Q‘O) = 1/4, while dFL,R|T<Oa2’1) = 0 and dFL,R|T(O,2|2) = 1/2, so condi-

tion (c) in Theorem 2.1 fails.

Table 2.1: Joint probability dFr 1, r of a constant-sum model.

[L,r) 10,0 | [0.2] | [L2] | [1.3] | [2,2] | [3.3]
AW (t)
3/16 |1/16| 0 | 0 | 0 | 0 | 1/4
0 | 0 |2/16]2/16] 0 | 0 | 1/4
0 |2/16| 0 | 0 [2/16] 0 | 1/4
0 | o | o |1/16| 0 |3/16]| 1/4

dF, r(I,r) [ 3/16 | 3/16 | 2/16 | 3/16 | 2/16 | 3/16 | 1
\

OOL\DD—*O“‘\

In Table 2.2, we used Proposition 2.5 to construct a noninformative version of the
above model. Note that, since both models have the same marginal distributions,
they are indistinguishable on the basis of repeated observations and inferences for the
lifetime probabilities will lead to the same estimate of (dW(0), dW (1), dW (2),dW(3)) =
(1/4,1/4,1/4,1/4).
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Table 2.2: Joint probability dFr 1, r of a noninformative model.

LLr) | [00] | [0,2) | [1A] | [1,3] | [22] | [3.3]
dW (t)
3/161/16] 0 | 0 | 0 | 0 | 1/4
0 |1/16|2/16|1/16| 0 | 0 | 1/4
0 |1/16| 0o |1/16[2/16| 0 | 1/4
0 | o | o |1/16] 0 |3/16]| 1/4

3
QFL,R(l,r) 3/16 | 3/16 | 2/16 | 3/16 | 2/16 | 3/16 1/

o o= )

2.3 Censoring models

We discuss the meaning of the noninformative and constant—sum conditions for the
particular cases of right—censored data, double-censored data and interval-censored
data case k. The results for right—censored data and interval-censored data case 1 are

similar to those in Williams and Lagakos (1977) and Betensky (2000), respectively.

2.3.1 Right—censored data

Right censored-data arise when the event of interest can only be observed if the lifetime
does not exceed the value of a positive random censoring variable, C'. The observed
data for an individual is traditionally expressed by the pair (X, d) where X = min (7', C)

and 0 = 1y7<¢). Using interval censoring notation, the vector of observables is,
(L,R)=(T,T) -0+ (C,+00) - (1 =)

and the observable intervals are defined as

10, 7] :{ ir] ifl=r

(l,r) if r = +oo.
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Thus, the joint distribution function for L, R, T is given by:

P(T edt,C>t) if l=t=r
dFrp r(tlr) = P(Tedt,Cedl) if I<t and 7r=+o0
otherwise.

e}

Following analogous steps to the proof of Proposition 2.7 given in Subsection 2.3.3,

the noninformative condition and the constant—sum condition are respectively given by:

P(Cedl|T=t)=P(Ced|T>1) foranyt>1>0

-
P(C>tHT =t) +/ P(Cedl|T >1)=1  forany t > 0 such that dW(t) # 0.
0

When 7" and C' are continuous, Kalbfleisch and MacKay (1979) show that the constant—

sum condition is equivalent to the following relationship between hazard functions,
PTedt|C>t,T>t)=P(T edt|T>t) foranyt>0.

The characterization in terms of the hazard functions is easier to interpret and can be
viewed as a kind of noninformative condition. However, as it is shown in Proposition
2.4, the constant—sum condition is weaker than the non—informative condition defined
in this paper. Williams and Lagakos (1977) give an example of a right—censored model

which is constant—sum but informative. We also note that if the variables 7" and C are

independent, then the constant—sum condition as well as the noninformative condition

are satisfied.

2.3.2 Doubly—censored data

Data is said to be doubly—censored when the event of interest can only be observed
inside the window [C, Cs], where C and C; are positive random variables and C; < Cy

(Chang and Yang, 1987). The observed data for an individual is of the form (X4, 7)
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where § = 1yrecyy, v = Lir<eyy and X =C1-04+T-(1=6) v+ Cy- (1 =) - (1 — 7).

In the interval censoring framework, the vector of observables can be expressed as
and intervals are defined as

[L,r) ifl=0
\Lr| =< [l,r] fl=r
(I,r) if r = +o0.

In this model the joint probability law of the lifetimes and the observables is given by,

P(T € dt,Cy € dr) if =0 and t<r
) P(Ted,Cy<t,Cy>t) if I=t=r
dPrpp(t 1) = P(T € dt,Cy € dl) if l<t and 7=400
0 otherwise.

Under a double censoring setup the noninformative condition is expressed through

the following two equalities:
o P(CredrlT=t)=P(Cyedr|T <r)forany 0 <t<r
o P(Cyedl|T=t)=P(Cyed|T >1) forany t > 1> 0.

Furthermore, for any ¢ > 0 such that dW (t) # 0, the constant—sum condition reduces

to
+oo
/ P(ClEdT‘|T<7’)+P(OlSt,CQZtlT:t)
t
-
+/ P(CyediIT > 1) = 1.
0

We observe again that independence between T" and (C1, Cs) implies both conditions.

Further details on the development are similar to those given below in Proposition 2.7.
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2.3.3 Interval-censored data, case k

This interval censoring scheme has been widely studied, specially the case 1 and case
2 (Groeneboom and Wellner, 1992; Schick and Yu, 2000). In the interval-censored
model, case 1 or current status data, the event is only known to be larger or smaller
than an observed monitoring time. The interval-censored model, case 2, considers two
monitoring times, X; and Xy with X; < Xy, where it is only possible to determine
whether the event of interest occurs before the first monitoring time (7" < X3), between
the two monitoring times (X; < 7' < X3), or after the last monitoring time (7" >
X3). Although interval censoring case 2 looks like the double censoring model, it is
fundamentally different because the value of T' is unknown inside the window (X7, X5].
The general case k model considers k positive random monitoring times, X; < - -+ < X},
such that the event of interest can only be determined to have occurred before, between

or after those times. The vector of observables is

k
(L, R) = (0, X)lqrexyy + > {(Xjo0, X)) ix,_ crex,y } + (Xi, +00)Lirsx,)-

=2

Thus, the intervals are defined as,

) ifr=4o0.
i) = { (I,7] otherwise

The joint distribution function for L, R, T is expressed as

( P(T e dt, X, €dr) ifl=0andt<r
k
. . ; <
dFrp p(t,1,r) = ;P(T €dt,X; 1 edl,X;edr) if0<l<t<r<+4oo
P(T € dt, Xy, € dl) if | <tandr=+o0
L 0 otherwise.

Proposition 2.7. In the case k interval censoring model the noninformative condition

can be written as,
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o P(XjedrlT=t)=P(X,€dr|lT<r) forany0<t<r

k k
o Y P(Xjed Xedr|T =t)= P(X;€d, X;edr|l<T <r)
=2 =2

J

J

forany0<l<t<r
o P(Xi€dlT=t)=P(X,€dl|T>1) foranyt>1>0

and, for any t > 0 such that dW (t) # 0, the constant-sum equation is
400 k t~ p+oo
/ P(X, € dr|T <r)+ Z/ / P(X,_y€dl,X; edrll <T <)
t— =2 J0 Jit-
-
—I-/ P(Xy €edl|T >1)=1.
0

Proof:

The definition of the case k interval censoring model, Frr, g, implies that

P(X; €dr|T =t) ifl=0andt<r
k
PX,_1edl,X;edr|T=t) ifO<l<t<r<+4oo
dFy (L, r|t) = ; (X j € drl )
P(X, edl|T =1) ifl <tandr=+o0
L 0 otherwise
and
P(T <r, X, edr) ifl=0
k
< . , i
0Fy (l.r) = ;P(Z<T_T,X]_1€dl,X] edr) if0<I<r<+oo
P(T > 1, X edl) if r = 400
0 otherwise

\



2.3 Censoring models 29

Thus,
( P(X; €dr|T <) ifl =0
k
dFpe(lr) ) Y P(X;o€d X edrll<T<r) if0<l<r<-+oo
Pw( Z,T ) - j=2
L] P(X, €dl|T >1) if r = +o00
0 otherwise

\

If we impose the second characterization of the noninformative condition in terms

of the above expressions, then the following equations should be satisfied:
e Ifl=0andt<r, P(Xyedr|T=t)=P(X, edr|T <r).

k k
¢ If0 <l <t<r<+4o0, Y P(X;o €d,X; €dr|T =1t)=) P(X;. €

Jj=2 Jj=2

dl,X; edr|l <T <r).
o Ift > I and r = +oo, P(X; € dl|T = t) = P(X, € dI|T > 1),

Furthermore, for any ¢ > 0 such that dWW (t) # 0, the constant—sum condition can be

written as:

+o00 k t~ p+oo
/ P(X; Gdr\TST)—i—Z/ / P(X;,1edl,X;edr|l<T <)
t— = o Ji

-
%—/ﬂ PX,ed|T>1)=1
0

O

Proposition 2.8. If T is a positive continuous random variable with dW (t) # 0 for
any t > 0, then the constant-sum condition reduces to the following equality
k

P(Xy € dt|T < t) + Z/ P(X;y edl,X; edt|l <T <t)
{1:1€(0,t)}

=2
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k
= Z/ P(X; 1 €dt,X; €drlt <T <7)+ P(Xy € dt|T > t).
{rre(t,4o00)}

J=2

Proof:

This result can be shown in a general interval censoring model supposing that intervals
cannot be singletons and T is a positive random variable with dW (t) # 0 for any ¢ > 0.

Then, we have to prove that the constant—sum condition reduces to

/ dFLR(l,t) _/ dFL’R(t,T)
ey Pw((l;t]) (rre(trooy Pw((t,7])

We will suppose that |[,7] = (I,r] without loss of generality.

dFLR(l, 7“)

—————= then for
Py ([l r])

If the constant—sum condition holds, and we define dK (I,r) =

any t > 0 it follows that

1_// Ak (1, 7).
[0,t) J [t,4o0]

This property implies that for any 0 < a < b < +00

/ / dK(l,T):/ / dK(l,r).
[0,a) J[a,4o0] [0,b)  [b,+00]

By splitting the support of the intervals as [a,+o0] = [a,b) U [b,4+00] and [0,b) =

[0,a) U [a,b) and simplifying terms, we see that that this equality can also be expressed

//dK(l,r):// K (1, 7)
[0,a) [a,b) la,b) J [b,40o0]

From the set equivalence [a,7) X [a,b) = [a,b) X (I, ), the previous equation expands to

//dK(l,r):// dK (1, )
[0,r) J[a,b) la,b) J (1,400]

as
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Thus, we have proved that / dK(l,t) = / dK (t,r) for any interval
{l:l€]0,t)} {r:re(t,+o0]}

[a,b). Using a monotone class theorem this result extends to the o-algebra on (0, +00).

To prove the reciprocal suppose that for any ¢t > 0

/ K (I, 1) = / AR (t, 7).
{l:l€]0,t)} {rre(t,4o0]}

Then, it follows, from stepping backward the above equivalences, that for any 0 < a <

// dK(l,r):// AR (1) = k,
[0,a) J[a,+o0] [0,b) J [b,4o0]

which in turn means that

and this equality is only possible if k£ = 1.

b < 40

O

Again, when the model satisfies the usual assumption of independence between the
lifetime, 7', and the monitoring times, (X7,..., Xj), all the equations in Proposition

2.7 and Proposition 2.8 hold.






Chapter 3

Identifiability and the constant—sum
property

In Chapter 2 different characterizations for the noninformative condition are given and
their equivalence is shown. We have introduced, as well, a weaker condition, namely the
constant—sum condition, which is sufficient for the validity of the simplified likelihood
(1.2) in a nonparametric estimation of the lifetime distribution W. The motivation
of the constant—sum property could be found in situations where an inspection pro-
cess defines the censoring observations. In these particular settings the independence
between the inspection process and T implies that the noninformative condition, and
consequently the constant—sum condition, holds. Moreover, when the inspection process
depends on T, Lawless (2004) proves that the constant—sum property is equivalent to
the existence of an alternative inspection process which is independent of 7" and which
gives the same distribution for the observables, F, g, as the underlying true inspection
process. The constant—sum property is a central concept in the development of this
chapter.

The work we introduce here is a sequel of Oller et al. (2004) and it is under revision
in an international journal. The present chapter is devoted to study the identifiability
of the lifetime distribution W on the basis of the assumed support of the lifetimes

Dw = {t > 0:dW(t) > 0} and the distribution for the observables F, . This problem

was already approached in the early papers of Tsiatis (1975) and Williams and Lagakos
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(1977) and in more recent papers such as Wang et al. (1994), Betensky (2000) and
Ebrahimi et al. (2003). The results of this chapter emphasize the importance of the
constant—sum condition to ensure identifiability of W. Section 3.1 shows that W is not
identifiable outside the class of constant—sum models. On the other hand, Section 3.2
shows that inside the class of constant—sum models probabilities assigned by W to the

observable intervals |, 7| are identifiable.

3.1 Nonidentifiability outside the class of constant—

sum models

Throughout the chapter it is assumed a known support for the lifetime variable T,
Dw = {t > 0 : dW(t) > 0}, which is not necessarily equal to the usual assump-
tion Dy = (0,00). Definition 3.1 formally gives the notion of nonidentifiability and
Proposition 3.2 gives a constructive way of obtaining censoring models with W being

nonidentifiable.

Definition 3.1. Given a censoring model Fr 1 r, we say that W is nonidentifiable
when there exists a censoring model having different lifetime distribution but sharing

the same lifetime support Dy, and the same distribution for the observables F7, .

A question which naturally arises when thinking of identifiability is whether any set
D C [0,+00) and any bivariate distribution G with support contained in {({,7) : 0 <
[ <r < 400} could respectively be the lifetime support and the observables distribution
of a censoring model. As it is seen in Proposition 3.2 below, the answer is affirmative

provided the following relationship between D and G holds:

// dG(L,r) >0 VieD. (3.1)
{(l,r):te|l,r]}

Relationship (3.1) is a necessary constraint between the lifetime support Dy, and the
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distribution for the observables Iy, g in a censoring model. That is, for any ¢t € Dy,

AV (t) = / / APy n(t1,7) = / / AFp p(tll, ) dFya(l,r) > 0
{({l,r):te|l,r]} {{l,r):te|l,r]}

and, consequently, the set {(l,r) : ¢ € [l,r|} is a dF z-measurable non null set.
Intuitively, relationship (3.1) ensures that any lifetime value ¢t € Dyy is contained in at

least one observable interval.

Proposition 3.2. If (D,G) is a pair which satisfies equation (3.1) and F' is any dis-

tribution function with support D satisfying Pr(|l,r]) > 0 dG-almost surely, then

dF(t) dG(l,r)

dFrpr (t1r)= W Loy

(3.2)

defines a censoring model such that (Dw, Frr) = (D, G).
Proof:
We first show that

dF(t) dG(l,r)

dFrpr (t,1r) = W Lgci

defines a probability measure such that 7' € | L, R] with probability one,

/// dFTL,R(t,l,T) = 1
{(t,l,r):te|l,r]}

This result is easily seen since F' is a distribution function which satisfies that
Pr(|l,7]) > 0 dG-almost surely and G is a bivariate distribution with support con-

tained in {(I,r) : 0 <[ <r < +oo},

dF(t
/// AP p(t 1) = // (/ 7()) dG(1, )
{(rt)tellr]} {(,r): 0<I<r<4oo} \J{t:te|l,r]} Pr([l,7])
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— / / dG(l,r) = 1
{(l,r): 0<I<r<4oo}

To prove that Dy, = D we note that the marginal lifetime distribution which derives

from this censoring model satisfies

AW (1) = / / dFpp n(t,1r) = dF (1) ( / / M)
{(tr):tellr]} {,r)tell,r]} r(LL7])

Since F'is a distribution function which has support D, equality Dy, = D is reached
from the fact that the pair (D,G) holds equation (3.1) and, consequently, the last
element of the right-hand side in equation above is not null for all t € D.

Finally, it follows that any pair (I,r) satisfies that

dFpr(l,r) = /

{t:te|l,r|}

dFrp gt 1) = dG(L,r) ( /{ dF(t)

tite|lr]} m) = dG(l,T’),

O

This proposition gives a constructive way of obtaining two different censoring models
sharing the same pair (Dy, F, ) but different probability lifetime distributions. In the

following example, we use this result to illustrate the notion of nonidentifiability.

Example 3.3. We construct two different models with different lifetime
distributions W, and W5 but with the same lifetime support Dy, = {0, 1,2, 3,4} and the
same censoring intervals {[0,1],[0,2],[2,4],[3,4]} having dFLr observable
probability equal to {1/6,1/3,1/3,1/6}, respectively. In order to build these two
models we use equation (3.2) with two different auxiliary distributions
Fy and F; defined as (dF;(0),dFy(1),dF(2),dF(3),dF(4)) = (1/5,1/5,1/5,1/5,1/5)
and (dF5(0),dF(1),dFy(2),dF5(3),dFy(4)) = (1/8,1/8,1/2,1/8,1/8). We note that
the pair (Dw, F g) and the auxiliary distributions F; and F, satisfy conditions in
Proposition 3.2. Now, from equation (3.2), the joint probabilities dF'p, 1, g, (t,l,7) and

dFr, 1, r,(t,1,r) for each model are respectively given by Table 3.1 and Table 3.2.
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Table 3.1: Joint probability dFr, 1, r, of a non constant—sum model.

) [0 02 | [24] | B4]
AW, (t)

/121 1/9 | 0 0 7/36

1/12 1 1/9 | 0 0 7/36
0 |1/9]1/9] o0 8/36
0 0 | 1/9 | 1/12| 7/36
4 0 0 | 1/9 | 1/12| 7/36

\dFrm (L) [ 1/6 [ 1/3 [ 1/3] 1/6 j>/

LW N~ O

Table 3.2: Joint probability dFr, 1, r, of a non constant—sum model.

] | 0] ] [0.2] | [24] | [34]

1/12[1/18] 0 | 0 5/36
112 [1/18] 0 | 0 5/36
0 | 2/9]29] 0 | 16/36
0 | o |1/18]1/12| 5/36
0 | o |1/18]1/12| 5/36

4
\dFr () | 176 [ 1/3 [ 1737 1/6 1)

W N = O T+

Note that these two models Frp, 1, g, and Fr, 1, g, share the same pair (Dw, Fy g)
but have different lifetime distributions W; and W5. Other censoring models with the
same pair (Dy, F, r) could also be built. Thus, it is clear that the pair (D, Fy, g) does
not identify the marginal lifetime distribution without additional assumption. It can
be verified that neither model holds the constant—sum condition (2.2). For instance for

model Frp, 1, g, and t =1

dFL,R(l,T) B dFL,R(O, 1) dFL,R(O, 2) B 1/6 1/3 -
{(l,r)%é:uﬂ} PWl(UﬂrJ> B PWl([O, 1]) PW1([0,2]) o 14/36 + 22/36 - 75/77 7£ 1.

Moreover, each model assigns different lifetime probabilities to the observable intervals

|l,r]|. For instance, in the first censoring model Py, ([0,2]) = 22/36 while in the second
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model Py, ([0,2]) = 26/36. As we show in next section, the constant-sum property is
a sufficient condition for identifying at least the lifetime probabilities assigned to the

observable intervals |, r].

3.2 Identifiability inside the class of constant—sum

models

The following theorem shows that the probabilities assigned by the lifetime distribution
to the observable intervals |/, 7] can be identified from the pair (D, Fy, g) within the
class of constant—sum models. This result enlightens the importance of the assumed
support of the lifetime variable. However, additional conditions on the observables

support will be necessary to assure the complete identifiability of .

Theorem 3.4. Let Frr g and Fp« 1« g« be constant-sum models so that (Dw, Fi r) =

(Dw+, Fir« g+), then Py (|l,7]) = Pw~(|l,r]|) dFy r-almost surely.
Proof:

If model Fr g is constant—sum and Dy = Dy« then

dFr p(l
// Lnll.1) =1 Vit € Dy,
ey Pl r])

which implies that

+o00
/ dW* // dFLR(l T) . 1’
{(,r)tellr]} P ( U r])

which can be rewritten as

Pu(lr]) o o
//{oszgr§+oo} Pw(|l,7]) dFp p(l,r) =1. (3.3)
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Analogously, it is clear that starting with model Fp« 1+ g+ it follows that

//{O MdFL*,R*(l,T) =1. (3.4)

<I<r<4oo} Py-([l,7r])

Equations (3.3) and (3.4), identity F' g = Fr« g~ and Lemma A.1 given in Appendix

A prove the theorem.

d

Example 3.5. We illustrate Theorem 3.4 with two constant-sum models, Fp, 1, r, and
Fr, 1,.rs, both having the same pair (Dy, F, g) introduced in Example 3.3. From the
joint probability dFr, 1, r,(t,l,7) and dFr, 1, g,(t,1,7) respectively given by Table 3.3

and Table 3.4, it is easy to verify the constant—sum property.

Table 3.3: Joint probability dFr, 1, g, of a constant-sum model.

) [0 [02] ] [24] | [34]

/ AW (t)
0 124 [3/24] 0 | 0 1/6
1 3/24 | 1/24| 0 | 0 1/6
2 0 | 1/6 | 1/6 | 0 1/3
3 0 | 0 |1/24]3/24 1/6

4 0 0 |3/24]|1/24 1/6
QFL&R?,(z,r) 1/6 | 1/3 | 1/3 | 1/6 y

Table 3.4: Joint probability dFr, 1, r, of a constant-sum model.

7l [ 0] 0.2 ] [24] | [34] I
t AW, (t)
0 1/36 [ 3/36 | 0 0 1/9
1 5/36 | 3/36 | 0 0 2/9
2 0 | 1/6 | 1/6 | 0 1/3
3 0 0 |3/36|5/36 2/9

4 0 0 |3/36|1/36 1/9
QFL47R4(Z,7~) 1/6 | 1/3 | 1/3 | 1/6 y
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Moreover, it follows that both models have different lifetime distribution W3 and Wy
but they assign the same lifetime probabilities to the observable intervals: Py, ([0, 1]) =
Py, ([0,1]) = 1/3, Pws([0,2]) = P, ([0,2]) = 2/3, Pw,([2,4]) = Pw,([2,4]) = 2/3 and
Pw,([3,4]) = Pw,([3,4]) = 1/3. Consequently, we also derive that both models assign
the same lifetime probabilities to the sets {0,1}, {2} and {3,4}. These sets are the so
called expected Turnbull’s intervals which are defined in the following subsection. This
example confirms that inside the class of constant—sum models the entire distribution

for the lifetimes can be nonidentifiable.

3.2.1 Expected Turnbull’s intervals

In this subsection we assume a finite support of the observables, that is, Dy g = {([,r) :
0<I<r<+4o00, dF r(l,r) > 0} is a finite set. We define a collection of sets we call
expected Turnbull’s intervals, {A;}72,, and we show that they partition Dy, under the
constant—sum property assumption. Finally, as a main result, we conclude that all that
is identifiable about W are the interval probabilities Py (A4;).

The expected Turnbull’s intervals are a generalization of the sample Turnbull’s in-
tervals introduced by Turnbull (1976). To build the expected Turnbull’s intervals, we
first derive all the distinct intervals whose left and right end—points lie in the support
of L and the support of R respectively and which contain no members of the support
of L or the support of R other than at their left and right endpoints respectively. The
intersection of these intervals with the lifetime support gives the expected Turnbull’s
intervals (see Example 3.5). The notion of expected Turnbull’s interval is equivalent
to the notion of population innermost interval used in Yu et al. (2000). For technical

purposes, another definition is formally given below:

Definition 3.6. A set A; is an expected Turnbull’s interval if and only if A; is a

nonempty intersection of observable intervals, A; = (V. )ep, pa,ciiry (7] N Dw),

and for any observable (I,7) € Dy, g, either A; C [I,r] or A;N |, 7] =0.
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Since the expected Turnbull’s intervals are disjoint by construction, the following

proposition demonstrates that they are a partition of Dy .

Proposition 3.7. Let Frr 1 g be a constant—sum model with Dy, r being a finite set, then

it follows that Dy = |Jj-, A
Proof:

It holds by construction that U;”:l A; € Dy. To prove the equality we first note
that for any ¢ € Dy equation (3.1) states that I = [\, ep, prepry (7] N Dw) is

nonempty. Thus, to complete the proof we should show that I is an expected Turnbull’s

interval. If s € I, then by the constant—sum property we have

1_// dFL’R(l,T)
() seiry Pw (Ll r])

_// dFLR l 7” // dFL,R(l,T)
{(,r): IC|l,r|} PW l T {(,r): IZ|l,r],s€|l,r]} PW(U7TJ)
:// dFy r(l, // dFy (1)

{{,r): te|l,r]} Py ([ TJ Lr): Ig|l,r],s€|l,r]} PW(U r])

dFy p(l
:1+// 7L’R(’T).
(r): 1¢ 1) se )y Pw (L))

As a consequence, {(l,r) € Dpr: I ¢ |l,r],s € |l,r]} is an empty set and [ is

necessarily an expected Turnbull’s interval.

d

As a consequence of the previous result, the following corollary characterizes the
constant—sum condition in terms of the expected Turnbull’s intervals. Under the
constant—sum property assumption, next theorem shows not only that the lifetime
probabilities assigned to the expected Turnbull’s intervals are identifiable but also that

W is nonidentifiable inside the expected Turnbull’s intervals.
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Corollary 3.8. A censoring model Frr 1 g with Dy, g being a finite set is constant-sum

if and only if we have for any expected Turnbull’s interval A;,

// dFLR(l,?”) 1
(racpey Po(llr])

Theorem 3.9. Let Frp g be a constant-sum model with Dy, r being a finite set.

(a) If Fr.p.«r« is another constant-sum model so that (Dw~, Fr« g«) = (Dw, FL r),

then Py+(A;) = Pw(A;) for every j=1,...,m.

(b) If Iy is not a singleton for some k = 1,...,m, then there exists a constant—sum
model Fr. p.r« S0 that (Dy«, Fr+ g«) = (Dw, F, g) and W*(t) # W (t) for every

te .

Proof:

To show (a) we assume, without loss of generality, that the expected Turnbull’s
intervals are ordered, I1 < Iy < --- < I,,. From the definition of the first expected
Turnbull’s interval, there necessarily exists an observable (l1,71) € Dy g such that
I, = |li,r1] N Dy and, consequently, Theorem 3.4 implies Py« (I1) = Py« (|l1,71]) =
Pw(|l1,71]) = Pw(I;). For the second expected Turnbull’s interval, there also exists an
observable (ly,72) € Dp g such that either Iy = |l3, 73] N Dy and Theorem 3.4 implies
Pw+(I3) = Pw«(|l2,r2]) = Pw(|l2,7m2]) = Pw(l2), or Iy U Iy = |la,r2] N Dy and Theo-
rem 3.4 implies Py« (l2) = Py« (|l2,72]) — Pw+(I1) = Pw(|la,72]) — Pw(l1) = Pw(1).
This process can continue indefinitely providing the identifiability of the lifetime prob-
abilities assigned to all the expected Turnbull’s intervals, Py«(A;) = Py (A;) for every
g=1...,m.

Now, we show that (b) follows straightforwardly from Proposition 3.2. If (D,G) =
(Dw, Fr) and F, with support Dy, satisfies Pp(A;) = Pw(A;) forevery j =1,...,m,

then equation (3.2) defines a constant—sum model Fr, 1. g« S0 that (Dy«, Frs g«) =
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(Dw, Fp r). Since it results that W*(t) = F(t) for every t € Dy, we complete the proof

by choosing F' so that F(t) # W (t) for every t € Ij.

3.2.2 Illustration in a finite censoring setting

In practical situations it is quite usual to assume that Dy = (0,00), and that every
observable (I,r) € Dy, p arises from a random inspection process leading to intervals
which are half open |I, 7] = (I, r]. It is also not restrictive to assume that the support of
the inspection times is finite, or equivalently, that L and R lie in a set {ag,ay,...,ax}
with 0 = a9 < a1 < --- < ap = 4+00. In this case, all that is potentially identifiable
about W are the interval probabilities Py ((a;_1,a;]) = W(a;) — W(aj_1) for j =
1,...,k. Since the results in Subsection 3.2.1 apply, Theorem 3.9 proves that these
probabilities are identifiable inside the class of constant—sum models only when there is
coincidence between these intervals and the expected Turnbull’s intervals, m = k£ and
A; = (aj_1,a;] for j =1,... k. This identifiability condition is equivalent to the fact
that the set {ag, ai, ..., ax} is the support of L (except for a;, = +00) and the support of
R (except for ag = 0): (i) P(L=0) > 0, (ii) P(R = +o0) > 0 and (iii) P(L =a;) >0
and P(R = a;) > 0 for j = 1,...,k — 1. However, under the constant-sum property
it is easily seen that P(L = a;) > 0 holds if and only if P(R = a;) > 0 holds for
j=1,...,k—1. Thus, condition (iii) simplifies either in terms of L or in terms of R.
In this framework, Lawless (2004) proves that for a possibly non-independent inspec-
tion process, the constant-sum property is equivalent to the existence of a Markovian
inspection process that is independent of lifetimes, and which gives the same distribution
for the observables as the underlying true inspection process. Thus, the identifiability
condition above is equivalent to every value in the set {ag,a,...,ax} being visited by
this Markovian process. That is, if we define the transition probabilities of this pro-

cess as m, = P(next inspection is at a, | inspection at a;) for [ = 0,...,k — 1 and



44 Identifiability and the constant—sum property

r=14+1,...,k, then (i j;1m~>()forj:1,...,k‘, and (ii k:. mi. = 1 for
=0 "t r=j+1"J

Example 3.10. We now present a simple illustration of the above identifiability con-
dition. We consider k = 4 and a; = 12, ay = 24 and a3 = 36. We also consider a
Markovian inspection process independent of T" which does not visit as = 24 and has,
for instance, the following non null transition probabilities 7wy, = g3 = T3 = T4 = %
and m34 = 1. Then, the observable intervals are (0,12}, (0,36], (12,36], (12,+o0]
and (36, +00]. Consequently, the expected Turnbull’s intervals are (0, 12], (12, 36] and

(36, 400], and the interval probabilities (12,24] and (24, 36] are not identifiable.
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The k—sample problem

One important question that arises in many survival studies is to establish if there
are differences in the lifetimes among different groups of individuals. While many k-
sample tests have been developed when data are uncensored or right—censored, research
for interval-censored data is still ongoing. Most approaches to this problem try to gen-
eralize these known tests to the interval-censored framework. In Mantel (1967) we
find an interval-censored data version of the Wilcoxon test. In Peto and Peto (1972)
we find a different extension of the Wilcoxon test and an extension of the Log-rank
test. In Fay and Shih (1998) we find an interval-censored data form of the t—test.
The main characteristic of these papers is the use of permutational distributions. The
difficulty of finding the distribution of the test statistic is avoided with this permu-
tational approach. Other approaches assume that the collection of possible interval
endpoints is discrete. This assumption ensures a finite number of parameters in the
log—likelihood which allows to find test statistics with known asymptotic distribution,
see for example Finkelstein (1986) and Petroni and Wolfe (1994). Finally, Pan (2000)
proposes to use an approximate Bayesian bootstrap method to impute exact lifetimes
from interval-censored observations and apply known test statistics for right—censored

data.

In this chapter we survey different testing methods for interval censored data and

we propose new methods. Section 4.1 is devoted to permutational tests. We introduce
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the permutational methodology and provide description of the permutational Wilcoxon
and Log-rank tests for interval-censored data. In Section 4.2 permutational tests are
revisited following the interesting approach given in Fay and Shih (1998). This approach
is the basis of new proposals given in the subsequent sections and in Chapter 5. In
Section 4.3, we illustrate the permutational methodology. We analyze data from an
AIDS clinical trial designed to study the benefits of zidovudine therapy in patients in
the early stages of the HIV infection (Volberding et al., 1995). In Section 4.4, we give a
new permutational test proposal which generalizes the class of tests for right—censored
data in Harrington and Fleming (1982). In Section 4.5, a likelihood approach for this
new proposal is also considered. We also extend the relationship given in Fay (1999)
between permutational methods and likelihood methods based on score test statistics.
Section 4.6 contains different tests which generalize the Weighted Kaplan—Meier class
of tests for right—censored data in Pepe and Fleming (1989). Finally, in Section 4.7
we provide and describe several S—plus functions which have been implemented for the
permutational methodology.

In this chapter and in the following, we consider closed observed intervals. This
agrees with the interpretation of the intervals done in Chapter 1. As mentioned before,

the definitions below are easily modifiable to cover open or half open intervals.

4.1 Permutational tests

We introduce now the permutational approach to the k—sample problem. Let T be
the time to the event of interest. Assume that we have k groups of data, G1,...,Gy
with respective sample sizes nq,...,ng. Define Wy, ... Wy the distribution functions
of T under each one of these groups. The k—sample problem establishes a test between
Hy: Wy =---=Wjand H, : W; # W for some 7,j. Denote by z; a vector of covariates

representing to which group the i** observation belongs. In the two sample problem,

(2

i

§2) is an indicator function that is

the usual choice of the covariate is z; = « ) where a
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equal to 0 if the individual belongs to group G and 1 if it belongs to group GG,. When

we have k groups many choices of z; are possible, for instance, we could take

I
0%(1) 0452) agk)
z; = s yoe ey
A/ A/ N2 A/ Nk

where al(-j ) is an indicator function that is equal to 1 if the individual belongs to group
G and 0 otherwise.

A permutational linear test statistic is of the form:
LO = ZZiCi, (41)

where ¢; is a scalar score associated to the i*" observation which is independent of the

covariates. These scalar scores are often built as
n
=Y (i j),
j=1

where ®(i, j) represents a comparison between pairs of observations. Since usually &
compares functions, in the sequel we refer to ® as a functional.

The idea behind the permutational test is that, if the null hypothesis is true and
the censoring mechanism does not depend on the grouping, the labels on the scores
are exchangeable. Thus, the permutational distribution of L is obtained by permuting
the labels and recomputing the test statistic for all the possible rearranged labels.
The main key for these procedures is to use scores that are sensitive to the alternative
hypothesis and, in that case, the null hypothesis will be rejected if Lg is an extreme value
for the permutational distribution. This permutational distribution can be computed
exactly when the sample size is small. When n is large, a version of the Central Limit
theorem for exchangeable random variables allow us to rely on a normal asymptotic

approximation for the permutational distribution of Ly where E(Ly) = ncz' (¢ = 0 in
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our examples) and the variance—covariance matrix is

_ (i —ne?) L (ziz — 22))
V = oy . (4.2)

4.1.1 Scores used in permutational tests

The choice of different scores yields to different permutational tests. The well known
tests are the permutational forms of the Wilcoxon—Gehan test, the Wilcoxon—Peto test
and the Log-rank test.

For each observation [l;, 7], ¢ = 1,...,n, the Wilcoxon-Gehan (WG) score is the
difference between the number of lifetimes that are undoubtedly to its left and the
number of lifetimes that are undoubtedly to its right. Intervals which overlap with the
it" interval do not contribute to the computation of the i*" score. The Wilcoxon-Gehan

score for the i*" individual is given by

WGe; = Z Pwal(i, g), (4.3)
=1
where
Pwali, i) = Li<iy — Lsr) (4.4)

Gehan (1965) proposes these scores as an extension of the two sample Wilcoxon test
for right—censored data. Gehan’s scores are generalized by Mantel (1967) to allow the
use of interval-censored data. A k-sample version of this test is proposed in Schemper
(1983). In Schemper (1982, 1984) the Wilcoxon—Gehan functional (4.4) is considered to
respectively extend the Kendall’s correlation coefficient for two dimensional censored—
data and the Friedman’s test. Abel (1986) uses as well (4.4) for a test against ordered
alternatives which generalizes the Jonckheere’s test and which will be discussed in

Chapter 5.
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The Wilcoxon—Peto (WP) score for each observation is the difference between Turn-
bull’s estimated proportion of lifetimes that are to the left and Turbull’s estimated

proportion of lifetimes that are to the right, that is,
WPe;, =W(l;) — (1= W(r)) = W)+ W(r) — 1,

where W is Turnbull’s estimator for the pooled sample. This proposal is introduced by
Peto and Peto (1972) and it is asymptotically efficient for lifetime distributions in the
logistic family.

In the same article Peto and Peto extend the Savage or Log-rank (LR) test to

interval-censored data. The Log-rank scores are given by

LRe, — (1—W(r;))log(1 — VT{(n)) - (} — W () log(1 — W(I;))
Wi(r;) —W(;) ’

where again W is Turnbull’s estimator for the pooled sample. This proposal is asymp-

totically efficient for lifetime distributions with Lehmann—type alternatives.

4.2 Permutational tests using estimated distribu-

tion functions

Fay and Shih (1998) introduce what they call distribution permutational tests, which
provides another interesting approach to the k—sample problem. These are permuta-
tional tests where the scalar scores are obtained using an estimate of the distribution
function for each observation and comparing it to the overall Turnbull’s estimate of the
distribution function. For particular ways of comparing these estimated distributions
Fay and Shih obtain the Wilcoxon—Peto test, the Log-rank test and a new test called
the difference in means (DiM) test. We use this methodology in Chapter 5 to build

tests against ordered alternatives.
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4.2.1 Estimating individual distributions

The estimate of the distribution function for each observation is based on the self—

consistent equations (1.5). At convergence of the EM algorithm, the expectation step
implies truncation of the Turnbull’s estimator 1 at each observed interval [l;,r;]. This

truncation defines an estimate of the distribution function for the i*" observation,

We(t) = Py ([0,¢] | [li,r]) = W(;//(\:i : E//Zi)/\ :

. (4.5)
0 if t< 1
= ¢ (W) +- -+ pp(w) if pp<t<gea, 1<k<m-—1
1 if t>pn
where
(@) = Pl | Bord) = ety 1<
Hi\w) = Iy (145, Py i Til) = Sm 5~ W SJsm.
J WAL ) Zl:la/lwl J
and for each Turnbull’s interval [g;,p;] 7 = 1,...,m, w; = Py ([g;,p;]) and o} =

Lig;p50Citiri]}-

The maximization step implies that Turnbull’s estimator W can be rewritten as

We note that if the i™" observation is not censored, the above empirical distribution

estimate (4.5) coincides with the usual one, i.c., Wi(t) = 1<y (t).
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4.2.2 L—functionals

Fay and Shih define an scalar score as a comparison between pairs of empirical distri-

bution estimates:
1 N A . A
ci==Y ®W W) =W W) i=1,....n. (4.6)

where ® is a L—functional which operates linearly on distribution functions. That is, ®

should satisfy the following properties for every distribution function F' and G:
(a) ©(F,F) =0,
(b) ®(F,G) = —®(G, F) and

(¢) [®(F,G)dv(G) = ®(F, [ Gdv(G)) for any probability measure v, where the in-

tegration is over the overall space associate with v.

The authors focus their work on three L-functionals:

(1) The Mann—Whitney (or Wilcoxon—Peto) functional ® sy defined as,
1
Py (F,G) = /G(s)dF(s) - /F(s)dG(s) =2((P(X>Y)+ EP(X =Y)) -1

where X and Y are random variables with distribution functions F and G, re-
spectively. The scores for the Mann—Whitney functional are equivalent to the

Wilcoxon—Peto scores.

(2) The Weighted Mann-Whitney functional @y pw defined as,

Duyar (F,G) = / Q(s)G(s)dF (s) — / Q(s)F(s)dG(s) (4.7)

A suitable choice of the weight function gives also known scores for the Weighted

Mann—-Whitney functional. Fay and Shih derive the weighting scheme which is
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necessary to obtain the Log-rank scores. In Section 4.4 we describe these weights
and we also obtain new scores which generalize the class of tests for right—censored

data in Harrington and Fleming (1982).

(3) Difference in means functional ®p;y, defined as,

Bpirt (F,G) = / 2dF(z) - / ydG(y) = B(X) — E(Y). (48)

where X and Y are random variables with distribution functions F and G, re-

spectively. In next subsection, we describe this L—functional in detail.

4.2.3 Difference in means test

Since W is not defined inside Turnbull’s intervals (see equation (1.4)), the empirical
distribution estimates W are not defined either (see equation (4.5)). This nonidenti-
fiability does not affect the calculation of ®(W* W7) for the Mann-Whitney and the
Weighted Mann—-Whitney functional, though it does so for the Difference in means
functional. Fay and Shih avoid this problem collapsing each Turnbull’s interval [g;, p;]
to the right endpoint p; and assigning all the probability of [¢;, p;], w;, to p;. When
Pm = 00, they let p,, = ¢ This method produces one of the possible indistinguish-

able distribution functions which are flat outside U7, [g;, p;] and which have vector of

probabilities W = (w1, ..., Wy,):
. 0 if t< P1
W(t)z wy+ - Fw i opr<t<ppr, 1<kE<m-—1. (49)
1 it t>pn

In the sequel, we will take (4.9) as the definition of the Turnbull’s estimator of W and,

consequently, equation (4.5) reduces to
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o 0 it t<p
Wi(t) = pi(w) + - +pp(w) if pp<t<pey, 1<k<m-—-1. (410)
1 if 2> pm

In what follows we describe the Difference in means test as an extension of the

permutational t—test. The use of the Difference in means functional gives a score for

the " individual which is the difference between its imputed mean value and the total

mean of the distribution,

+oo o +oo R
DiMe; = / F V() — / £V (1)
0 0

:ij,u;( Zpy Wj = = {;pjw] _ij W
=1 T

Note that because of the self-consistent property of Turnbull’s estimate, the mean of

the imputed mean of each individual is equal to the total mean of the distribution.

Example 4.1. We illustrate the computation of the scores and the permutational
approach in the two—sample problem with an extension of Example 1.3 developed in
Chapter 1. Let W; and W5 be the distribution functions of the lifetimes in group G,

and (9, respectively. We are interested in testing the hypothesis Hy : W7 = W, versus

H, : Wy # W,. The covariate choice will be z; = aEQ) where a§2) is an indicator function
that is equal to 0 if the individual belongs to group G; and 1 if it belongs to group
(5. Then, the permutational linear test statistic given by (4.1) and its variance reduce,

respectively, to

= Zo%@)c,- and V= i chz : (4.11)
1=1 i=1

n(n —1) <
In particular, if the individuals in the first group are those given in Example 1.3, that
is,

G = {[0,1],4,6],[2,6],10,3], [2,4], [5, 7]} ,
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and we consider five new individuals in the second group with intervals,
Gy = {[Ov 5]7 [47 4]7 [77 8]7 [77 9]7 [107 OO)} )

then Turnbull’s estimate of the distribution function from the pooled sample is:

(0 if t<1
Z=0+% if 1<t<3
==0+540 if 3<t<4
Wity=¢ 2=0+5+0+% if 4<t<5
2=0+5+0+5+0 if 5<t<7
N-0+L+0+24+0+2 if 7<t<10
_ 7 14 9 3 :
\1—0+§+0+§+0+§+§ if tZlO

As illustration of an empirical estimate of the distribution function for one observation,
we consider the interval [0,5]. Then Py ([0,5]) = W(5) = 2L and, consequently, it

follows that

(0 it t<1
=0+ if 1<t<3

L =045 40 it 3<t<4

Wit = 1 =0+ 72 +0+ 005 if 4<t<5
1 if 5<t<7
1 if 7<t<10

1 it t>10

\

Table 4.1 gives the scores, statistic value, variance and p—value of the different per-
mutational tests statistics. As we see, although neither one of the four tests reject
the null hypothesis, the p-value of the tests are quite different and in particular the
Wilcoxon—Gehan test is close to the 5% level of significance. Thus, we conclude that
there are not significant differences at the 5% level of significance between the distribu-
tions of the two groups. The exact permutational distribution of each test is obtained

computing all the values of the linear test statistic Lq for all the possible rearrangements
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of the scores, that is 462 = (

5

11

) combinations. Then, the p-value of each permutational

test is the percentage of rearrangements with absolute value of Ly larger than or equal

to that of our original sample. We should remark that we have also used the asymptotic

approximation for the permutational distribution despite of the fact that the sample

size of the pooled sample is 11.

Table 4.1: Different scores and statistic tests for the data in the example. We use the exact permu-
tational distribution, p—valueq, and the normal approrimation, p—values.

/ Wilcoxon—Gehan Wilcoxon—Peto Log— Difference \
rank in means
Left | Right Left | Right Imputed

value | value | WG¢; | value | value | WPe¢; | LR mean DiMec;

G 0 8 -8 0 26/33 | -26/33 | -0.88 1 -41/11

R 2 3 -1 7/33 | 12/33 | -5/33 | -0.42 4 -8/11

O 1 3 -2 7/33 | 12/33 | -5/33 | -0.42 4 -8/11

U 0 6 -6 0 26/33 | -26/33 | -0.88 1 -41/11

P 1 4 -3 7/33 | 12/33 | -5/33 | -0.42 4 -8/11

1 4 1 3 21/33 | 3/33 | 18/33 | 0.55 7 25/11

G 0 3 -3 0 12/33 | -12/33 | -0.58 3 -19/11

R 2 4 -2 7/33 | 12/33 | -5/33 | -0.42 4 -8/11

O 7 1 6 21/33 | 3/33 | 18/33 | 0.55 7 25/11

U 7 1 6 21/33 | 3/33 | 18/33 | 0.55 7 25/11

Pl 10 0 10 30/33 0 30/33 | 2.40 10 58/11
2

MEAN 0 0 0 52/11 0

Ly 17 49/33 | 2.49 81/11

Vo 84 0.87 2.53 20.78

p—value; | 0.0649 0.1450 | 0.1234 0.1450

K p—value, | 0.0636 0.1111 | 0.1168 0.1062
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4.3 Illustration

An instance of interval-censored data is found in an AIDS Clinical Trial designed to
study the benefits of zidovudine therapy in patients in the early stages of the human
immunodeficiency virus (HIV) infection, see Volberding et al. (1995). The design com-
pares three groups. The first group, G, corresponds to those patients who started
zidovudine monotherapy after their CD4 cell count fell below 500 per cubic millimeter.
In the second and third groups, G5 and Gj3, two different dosages of zidovudine were
given immediately after randomization. Among the 1607 subjects who could be evalu-
ated, 541 were in the deferred-therapy group, 538 in the 500-mg group and 528 in the
1500—mg group. Subjects were followed prospectively until the development of AIDS
or death. As a measure of the clinical progression of the disease, CD4 cell counts were
periodically determined. The reported data included the times of the first count below
500 cells per cubic millimeter, as well as below 400 and below 300. We will focus on
the time 7', measured in months from randomization, until the CD4 count first reaches
400 cells per cubic millimeter. The random variable T' is interval-censored, that is, for
each individual 7, we know that T; is between [; and r; where r; is the time of the first
visit when CD4 was observed to be below 400 cells per cubic millimeter and [; is de-
fined to be the time of the preceding visit. Figure 4.1 shows the probabilities of keeping
CD4 values larger than a certain number of months. The estimated survival curves sug-
gest differences between the deferred—therapy group and the immediate—therapy groups
(500-mg and 1500-mg). In particular, the immediate—therapy group for a heavier dose
of zidovudine shows a better survival than the other two groups.

We illustrate now the above permutational methodology with the comparison of the

survival of these three groups (k = 3). The choice for the z; covariates is the following,

I O s W A S s
o\ vnn e i ]\ 23.25947 23.19487 22.9783

()

where o;”’ is an indicator function that is equal to 1 if the individual belongs to group
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Figure 4.1: Probabilities of keeping CDJ values larger than a certain number of months for the group
receiving 500 mg (thick dotted curve), 1500 myg (solid curve) and deferred therapy (dashed curve)

Proportion Surviving
06

Survival Time

G; and O otherwise. Then the linear permutational statistic form simplifies to the

expression,
n V1 € 23.2594 ca)
LO = ZZ,L'CZ' = VALY 5(2) = 23.1948 6(2) y
i=1 V13 C(3) 22.9783 c(3)
where ¢(;) = L S cio%(j). The permutational distribution of Ly is asymptotically

distributed as a k—dimensional normal and we can use the Mahalanobis distance (Md)

to obtain a x7_, = x3 distribution:

k

n—1 L 1606 s L, .

J=1

Md = L\Vy Ly =

where V|~ is the generalized inverse of the variance-covariance matrix Vy. The results
using each of the permutational tests (see Table 4.2) show significant evidence of the

differences between the survival curves.
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Table 4.2: Permutational test statistic (L), Mahalanobis distance (Md) and p-values for the null
hypothesis of equal distributions: Hy : W1 = Wy = W3 versus the alternative of some differences
between the distributions Hq : W; # W; for some 1,5, for different score choices

/ Wilcozon— Wilcozon— Difference \
Gehan Peto Log—Rank i Means
—1804.732 —1.5351 —2.2098 —84.0323
Ly 337.9202 0.2687 0.3449 16.4337
1485.709 1.2826 1.8887 68.4719
Md 16.3978 16.6800 17.6607 17.8151
Q—value 0.000275 0.000239 0.000146 0.000135 /

4.4 A new permutational family of tests

In this section we propose new scores which generalize the class of tests for right—
censored data given in Harrington and Fleming (1982) (see also Fleming and Harrington,

1991 and Lawless, 2003).

Definition 4.2. For any p > 0, we define the Harrington and Fleming scores as

HFe, = (1- W(ri))ﬂ+1 - (- W (i )P+ e w12)
p (W(r:) —W(;)) p

Analogously to Harrington and Fleming (1982), the special case p = 1 gives the
Wilcoxon—Peto scores and p = 0 gives the Log-rank scores. In the sequel of this
section, we base on Fay and Shih (1998) and Fay (1996) to derive the Harrington and
Fleming scores (4.12). In next section, we show that this class of test statistics can be
written in a Weighted Log—rank form or can be derived as a class of efficient score test

statistics under an accelerated failure time model.
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Proposition 4.3. Let weights in the Weighted Mann—Whitney functional (4.7) depend

on W as in Fay and Shih (1998),

A= ) AW (1) (4.13)
where y(t) is a nondecreasing function. Then,
O ) Gl (4.14)

t p

gives the Harrington and Fleming scores (4.12).

Proof:

The proof of this result follows straightforward by characterizing the Weighted
Mann—-Whitney scores in terms of the function v. We use our notation to derive this

characterization given in Fay and Shih (1998).

The definition of W* as a truncation of W at the observed interval [l;, ;] provides,

¢ = Oy (WHLW) = ;OO QYW (£)dW'(t) — Om Q)W (t)dW (t)

~

J QW maw(e) {J}f Q(t)(AW(t) - ‘iV(lZ))dW(t) e Q(t)dW(t)}

W (r;) — W(l;) W(ri) = W(;)
W) NN -
“ W) W) e Q(t)dW (t) Q(t)dW (t).

Now, from the weighting definition (4.13), the scores simplify as follows,
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_ W) A0V () = WD A0VD)
W) - W)

Finally, substitution of (4.14) in equation (4.15) completes the proof.
O

The Harrington and Fleming scores (4.12) can be seen as a special case of the scores
proposed in Fay (1996) under a grouped continuous accelerated time model. For these

general scores Fay and Shih (1998) provide that

1) = ———F-, (4.16)

where G is the distribution function of the error term in the model. A logistic distri-
bution for G gives the Wilcoxon—Peto scores and a extreme value distribution gives the
Log-rank scores. The scores we propose in (4.12) arise from a family of distributions G
which depends on a parameter p > 0 and extends the logistic (p = 1) and the extreme
value (p = 0) distributions,

-1

Gt)=1—(1+pexp(t)) ™~ . (4.17)

By substitution of (4.17) in (4.16), we obtain ~(t) = —G,(G:(t)) = (1:&) (1_20_1 and,

consequently, the scalar scores (4.12). When data are right—censored, it is well known
that the Harrington and Fleming class of tests can be derived as an efficient score
statistic under an accelerated failure time model with error term distribution (4.17). In
the likelihood approach of next section, we also derive this result with interval-censored

data.
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4.5 Weighted Log—rank tests

Finkelstein (1986) proposes an extension to interval-censored data of the proportional
hazards model. Finkelstein assumes a discrete lifetime distribution and derives, from
the likelihood function, the score statistic that results for testing the hypothesis of
a null regression coefficient. This statistic has the form ) (O — FE) and it can be
seen as the Log-rank test proposed by Peto and Peto. Because of the discrete nature
of the data, Finkelstein uses the Fisher information matrix to derive the asymptotic
distribution of the statistic instead of the permutational distribution. Their approach,
however, produces numerical problems when applied to a large group of patients because
the calculation of the variance-covariance matrix involves dealing with high dimension
matrices or because sometimes there are parameters on the boundary of the parameter
space. Fay (1996) extends Finkelstein’s work to a grouped continuous model. The
score statistic for testing the null hypothesis that the failure times are unrelated to the
covariates, reduces to the Wilcoxon-Peto or the Log-rank tests as special cases. Fay
(1999) shows the equivalence between the permutational linear form of these two tests,
see equation (4.1), and a Weighted Log—rank form given by > Q*- (O — E). Some
particular cases of these Weighted Log-rank tests are also considered in Sun (1996) and

Sun et al. (2005).

In the remainder of this section we extend the results in Fay (1999). We give a
framework which can be used in a natural way to generalize known tests for right—
censored data as permutational tests for interval-censored data. In Subsection 4.5.1
we write the Weighted Log-rank tests in terms of the individual distribution function
estimates defined by Fay and Shih (1998). Then, we relate the weights in the Weighted
Mann—Whitney functional and the weights in the Weighted Log-rank tests. We use
this connection to obtain the Weighted Log-rank form of the Harrington and Fleming
class of tests. In Subsection 4.5.2 we derive the Harrington and Fleming class of tests as

an efficient score statistic. Finally, in Subsection 4.5.3 we describe the generalized Log—
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rank tests proposed in Sun et al. (2005). We also address the formulation differences
between the Harrington and Fleming class of tests considered by Sun et al. (2005) and

our proposal.

4.5.1 Equivalence between test statistic forms

In this subsection we extend the equivalence between test statistic forms given in Fay

(1999). First, we use estimated individual distribution functions W to write the general

form of the Weighted Log-rank tests considered in Fay (1999):

“+00

U= Q" (1) {O(t) — E(1)}

0

+o0 n o Wit ~
=/ Q*(t) Zzi{dW’(t)—#((f_;dW(t)} (4.18)

N [ orn L avivin - WD)
—Z/ Q(t){dW<t) 1_mt—>dW(”}

where 37 | z;dW'(t) represents the expected value of the number of deaths in ¢ for

the group determined by the covariate z;, n-dW(t) represents the expected value of

the total number of deaths in ¢ and, similarly, 327" z;(1 — Wi(t™)) and n-(1 — W(t™))
represent the expected number at risk.

Next, we give the relationship between weights in the Weighted Mann-Whitney
functional and weights in the Weighted Log-rank tests. From this result, we derive

the Weighted Log-rank form for the Harrington and Fleming class of tests given in
Section 4.4.

Proposition 4.4. A Weighted Log—rank statistic U (4.18) with the following weights

e 1w SV ) =W () e dE(V (1))
Q" (t)=(1-W({)) T W) =(1-W(t)) e
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and a permutational linear statistic Lo (4.1) with weights in the Weighted Mann—

Whitney functional as in (4.13)

are equivalent when

Proof:

From definitions of the test statistics U and Lg, equivalence between both formulas

o i iy L=WIE) &
U= Zi/ Q*t dW*(t ————2dW(t = ZiCi:L,
ZZI i (){ (t) W) (t) Zl 0
imply the definition of the following score values

- T o) (d[/i/i(t)—%dﬁ/(t))

[T AEVD) (1 ey g (1 T T
—/0 V() (1= W)y aWi(e) = (1= W) div (o))

= e w i _ N i7i 0 Fric it 2
/0 i (004 i () — W (0) W) — (14 dIVi(e) — T7(0)) Vi (1))

[TV (s S (1 T dF
- /0 T ((1 W(t)) dWi(t) — (1 W(t))dW(t)).

Since of W' is a truncation of W at the observed interval [I;, 7], following analogous

steps to the development in equation (4.15), these scores reduce to

A A A

o = L= W) €0V () = A= WU EWAD) )
v Wi(r:) = W(l;)
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Now, if we compare these scores and the scores in equation (4.15) derived from the

Weighted Mann—Whitney functional

o W) A0V () = WD A0V
l Wir) = W0I;)
it is clear that
) =190 (€0) =) =0)

Corollary 4.5. The Harrington and Fleming class of tests proposed in equation (4.12)

admits a Weighted Log—rank form such that,

A A

(1= W) = (1 = W)y
p (W (1) = W (1))

Q'(t) = (1= W ()

When dW(t) — 0, we obtain a characterization of the Harrington and Flem-

ing weights in Corollary 4.5 similar to the one in the right—censored data framework,

A

Q*(t) — — (1 = W(t))*. If p # 0, the magnitude of the weight function decreases
monotonically and the parameter p determines the rate of this diminution. As p in-

creases, earlier differences are emphasized stronger than late differences.

Remark 4.6. We note that these weights are negative. In accordance with literature,
these weights should be consider positive and this chapter should be rewritten in order
to have positive weights. The problem is that the sign of these weights is opposite
to the sign of the weights in the Weighted Mann—Whitney functional. Thus, we have
negative weights in the Weighted Log-rank form of the test and positive weights in the
Weighted Mann—Whitney functional. A possible solution is to change the order of the

difference between integrals in the definition of Weighted Mann-Whitney functional,
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see equation (4.7). Nevertheless, we have decided to keep the definition given in Fay

and Shih (1998) because this fact does not essentially affect the interpretation of the

weights. This weighting scheme implies that @y (W7, W) > 0 can be related to the
i*" individual having higher probability of survival than the j* individual. Similarly,
in the two sample problem, a positive value in the test statistic can be related to
individuals in the second group having higher probabilities of survival than those in

the first group. This interpretation also applies in the k—sample trend problem in

Chapter 5.

4.5.2 Score test statistics

When z; = (agl), a?), o ,agk))/ is a vector of indicators of k treatments and data are
discrete or grouped continuous, Fay (1999) explicitly gives the efficient score statis-
tic U and its likelihood based variance—covariance matrix V' for a proportional odds
model (Wilcoxon—Peto test), a proportional hazards model (Log-rank test) and a lo-
gistic model. Then, under the null hypothesis and regularity conditions, UV ~U’ is

asymptotically chi-squared with k — 1 degrees of freedom, where V'~ is the generalized

inverse of the variance—covariance matrix V. We also extend these results to lifetimes

following a regression model with hazard function,
A(t[Z;8) = Xo(t) exp(zB){(1 — Wo(t))” + [1 = (1 — Wo(t))] exp(zi8)} ",
and distribution function,
W (tz3) =1 — (1= Wy (1)) {(1 — Wo(t)"+ [1 — (1 — Wa(t))"] exp(z3)} 7. (4.19)

As showed in Fay (1999), the efficient score statistic for a regression model with
discrete data or grouped continuous interval censored data can be written in a linear

form like the one used with permutational tests, see equation (4.1). The scalar scores
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of this linear form are derived by Fay as

G =i (4.20)

where

W(ps) = [W(psln = 2i8.7)],-0,-4

. OW (pjln = z;3,7)
M) — J i

n=0,y=%

and + is a vector of nuisance parameters.

In the present regression model (4.19), we consider the parameterization given by

75 = log (51— (1 — Wo(p;))’]/(1 — Wo(p;))?). Then,

A~ 1

Wip;) =1—[1+pexp(y;)]»

and

W (p,) = %{1 W () — (1 W(p)}

Substitution of these results in equation (4.20) provides the Harrington and Fleming
scores (4.12) except for the sign which is just the opposite. We note that this question
about the sign assigned to the scores has already been discussed in Remark 4.6. In next
proposition we give the form of V. The proof of this result is omitted because it follows

from standard statistical theory and it is analogous to Fay (1999).

Proposition 4.7. Under the regression model (4.19), the likelihood based variance—

covariance matriz V' of the efficient score statistic for (8 is given by

(G ) ()]

B=0,y=%
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where for arbitrary parameters v, and ¥, (u,v=1,2,...,k)

and

|
|
|

W(p]|Z;57 ’Y)-

W (p;12iB3,7) |

W (pylzi3,7) ]

0% log(L) _ Z”:l K g, ) 1 (3gi> <8gz->]
aqu)uawv B i=1 gi awuawv gi awu 81/}1; ’

gi = Pw(lli, rillzi8,7)) = W (rilzi8,7)) — W (I |zi3,7))

1 . o
o P Ea L S S

~

SR  — WHI = 0= W) 1

A A

W (p;|zi3,7)

! p
05000 g0 — = W) HL = (1= Wip)"

L= (o D= W)} aga)”

A A

W (p;|zi3,7)

: p
960, LQME‘Eﬂ4WMHkﬂ—W@»}

AL (p+ 1)1 = W(p))} a1

A

1 i P
0OV L_Oﬂ_& = _?{1 — W(p)H1—(1—=W(p,))*}

AL (p+ (L = W(p) M jmumsy

4.5.3 Generalized Log—rank tests in Sun et al. (2005)

When dealing with interval-censored data case 2, Sun et al. (2005) propose an-

other approach to derive the asymptotic distribution of the weighted Log-rank tests

through the use of the empirical process theory developed in Groeneboom and Well-

ner (1992) and Groeneboom (1996). As an advantage to the previous methodology in
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Subsection 4.5.2, this approach applies to interval-censored data measured on contin-
uous scale. Moreover, a simulation study shows that it performs well when interval—
censored data is not strictly a case 2 and arise from periodic follow—up studies. As a
disadvantage, however, it does not apply to situations where data include uncensored
observations. Finally, it is important to remark that in the simulation study Sun et
al. (2005) consider a generalization of the Harrington and Fleming class of tests which

implies the following scalar scores in the linear permutational form,

(L= W(r;))"* log(1 — W(r:) — (- W(I7)) log(1 = W (1)) ‘

. - (4.21)
(W (ri) = W(l;))

C; =

Now, following the proof of Proposition 4.4, we have that the weights in the Weighted

Log-rank form are given by

) — (1 ey (L= W) log(l = W(B) = (1= W) log(1 = W(t)
Q1) = (1= W) O

(4.22)
where Q*(t) — — (1 — W (t7))? (plog(1 — W(t™)) 4+ 1) as dW(t) — 0. Note that
the scores in equation (4.21) and the weights in equation (4.22) do not coincide with
our proposal of scores in equation (4.12) and weights in Corollary 4.5. It would be
interesting to compare the efficiency of the related tests both in the permutational

framework and in the Sun et al. (2005) framework.

4.6 Generalization of weighted Kaplan—Meier statis-
tics

The approach by Petroni and Wolfe (1994) is different from all the above methods. Their

proposal is a class of two sample tests based on Turnbull’s estimated survival function

from each group and requires a finite pre—specified number of intervals. These tests

are based on the integrated weighted difference in Turnbull’s estimators and extend
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the Weighted Kaplan—Meier class developed by Pepe and Fleming (1989) for right—
censored data. Under the null hypothesis of no difference between the distributions,
the distribution of these tests is asymptotically normal and the variance is obtained
via information matrices. This approach is specially indicated under crossing hazard
alternatives.

Recently, Fang et al. (2002) and Lim and Sun (2003) discuss other generalizations
of the Weighted Kaplan—Meier statistics that do not require discrete interval-censored
data. Fang et al. (2002) derive an asymptotic variance estimate which has a very com-
plex form and they suggest an alternative bootstrap procedure. Lim and Sun (2003)
consider test statistics which are based on the integrated weighted difference in esti-
mates of the survival probability function, the hazard function or the cumulative hazard
function and they suggest a bootstrap procedure. Via a simulation study, their method
is shown to perform quite well for nonmonotone departures from the null hypothesis of

equality of survival or hazard functions.

4.7 Computational aspects

The scores, functionals and permutational tests given in this chapter have been imple-
mented with the S—Plus functions given in Appendix B. The function cdf.data(-,-,-)
uses the output of the kaplanMeier () S—plus procedure and it computes the estimated
lifetime distribution function at every left and right endpoint of the interval data sam-
ple. The following three functions, WGsc(-,-), HFsc(-,-) and DiMsc(-,-,-) implement,
respectively, the Wilcoxon—-Gehan scores, the Harrington—Fleming scores and the Dif-
ference in Means scores. The test statistic can be computed from each set of scores
using either the two sample methodology (w2test(-,-)), or the k—sample methodology,
(wktest (-,-)). These functions assume that the intervals are semi—closed because they
use the kaplanMeier () procedure which considers semi—closed intervals. If the inter-

vals are closed as it is the case in this chapter, we can replace each interval [I;,r;] by
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(I; — €,r;] where € is a small quantity.
Let lower and upper be two vectors containing the left and right endpoints of an
interval data sample (when a right endpoint is 400, we write down 1e+029), then the

steps needed to compute the permutational tests are the following:

A. Estimate the survival function from the pooled sample using Turnbull’s method,

svf <- kaplanMeier(censor (lower,upper,censor.codes)~1)

B. Compute the estimated lifetime distribution function at every left and right end-

point of the interval data sample,
cdf <- cdfdata(lower,upper,surv.est)
C. Compute the scores values.

C1. Wilcoxon—Gehan scores: scoresl <- WGsc(lower,upper)
C2. Wilcoxon—Peto scores (p =1): scores2 <- HFsc(cdf,1)
C3. Log-rank scores (p = 0): scores3 <- HFsc(cdf,0)

C4. Difference in means scores: scores4 <- DiMsc(lower,upper,svf)

D. Create a vector of covariates covar which assigns a numerical value to each indi-

vidual to distinguish whether the observation belongs to one group or another.

D1. Two sample problem: assign the value 0 for individuals in the first group

and 1 to individuals in the second group.

D2. k-sample problem: assign the value 1 for individuals in the first group, the
value 2 for individuals in the second group and likewise until the £ group.
The wktest (-, -) routine would transform each covariate value s in a k—vector

whose s—component is 1/,/n; and the rest of components are 0.
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E. Compute the permutational test statistic with the two sample method,

w2test (scores,covar)

or the k—sample method,

wktest (scores, covar).






Chapter 5

The Jonckheere’s test

An important issue that arises in survival studies is to establish an increasing or decreas-
ing trend in the k-sample problem. In medical and epidemiological studies, survival
of the groups is expected to follow an order given by the covariates. For instance,
the effect of increasing dose levels of a drug is expected to increase survival. Alterna-
tively, the effect of increasing levels of exposure to a risk factor is expected to decrease
survival. Trends like these can be examined with the the permutational linear test
statistic considered in Chapter 4. If groups are monotonically ordered according to a
covariate z;, the use of this covariate in equation (4.1) gives a test for detecting this
trend. Without the requirement of a covariate specification, Jonckheere (1954) and
Terpstra (1952) were among the first to develop a nonparametric statistic to test for
monotonically ordered alternatives. This test for trend has received much attention in
the uncensored and right—censored data literature. Abel (1986) proposal is perhaps one

of the few generalizations of the Jonckheere’s test for interval-censored data.

In the uncensored data framework, the Jonckheere’s test is an extension of the
Mann-Whitney test. As an alternative, Puri (1965) presents a modification of the Jon-
ckheere’s test which is an extension of the Chernoff-Savage test. Some other modifica-
tions for the Jonckheere’s test are recently proposed in Neuhauser et al. (1998), Biining
and Kossler (1999) and Terpstra and Magel (2003). The proposal in Neuh&user et al.

(1998) shows substantially more power in the detection of trend than the Jonckheere’s
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test. Bilining and Kossler (1999) define what they call the class of Jonckheere-type
tests, a proposal which is similar to the one in Puri (1965). Since the Jonckheere’s test
is based on a sum of two—sample Mann—Whitney statistics, Biining and Kossler (1999)
study the modification of the test with other two-sample statistics and obtain a general
expression for the asymptotic power function. Moreover, the authors prove that this
proposal is asymptotically equivalent to Puri’s proposal. Terpstra and Magel (2003)
raise the following important issue: a test for trend should have low power for any
alternative that does not fit the profile given in the alternative hypothesis. The authors
propose a new trend test in order to tackle this problem. When the alternative hypothe-
sis holds, the Terpstra and Magel (2003) proposal has similar power to the Jonckheere’s
test and the modification in Neuhduser et al. (1998). When the assumed ordering in
the alternative hypothesis is uncorrect, it has lower power. For further reading on the
Jonckheere’s test and possible extensions, see Hollander and Wolfe (1999), Robertson

et al. (1988) and Barlow et al. (1972).

The Log-rank trend tests in Liu et al. (1993), Liu et al. (1998) and Liu and Tsai
(1999) are similar to the Jonckheere’s test and are commonly used in the right—censored
data framework. In Jones (2001) it is showed that these Jonckheere—type test statistics
are special cases of the class of single-covariate nonparametric test statistics introduced
by Jones and Crowley (1989) and Jones and Crowley (1990). Thus, each Jonckheere—
type test statistic is seeking for the trend defined by a non—explicit covariate. The
author explicitly gives these time—dependent covariates and shows that they depend
on the initial group sizes and censoring distributions. As an alternative approach not
requiring specification of a covariate, we mention the order-restricted inference method
used in Mau (1988) and the ordered test based on two—sample weighted Kaplan—Meier

statistics proposed in Chi (2002).

In the literature, as far as we know and except for Abel (1986), there are not exten-

sions of the Jonckheere’s test for interval-censored data. This chapter deals with new
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proposals which extend this test for interval-censored data. In Section 5.1 we introduce
the Jonckheere’s test for uncensored data as a sum of two—sample Mann—Whitney test
statistics. In Section 5.2 and Section 5.3, we suggest different test statistics which extend
in a natural way the Jonckheere’s test for interval-censored data. These Jonckheere—
type tests are sum of the two—sample test statistics studied in Chapter 4, such as the
Wilcoxon—Gehan test statistics, the Harrington and Fleming class of test statistics and
the Difference in Means test statistic. We use permutational and bootstrap methods
to obtain an asymptotic distribution for these tests. In Section 5.4 we give computer
programs for each proposal. In Section 5.5 we perform a simulation study in order com-
pare the power of each proposal under different parametric assumptions and different

alternatives. In Section 5.6, we end this chapter with the analysis of a set of data.

5.1 Uncensored data

A nonparametric test for trend considers the hypothesis Hy : Wi = --- = W} against
the alternative of stochastic order H, : W7 > --- > W,. In terms of survival proba-
bilities, the alternative hypothesis imply that individuals in the first groups have lower
probabilities of survival that those in the last groups. To investigate asymptotic ef-
ficiencies with ordered alternatives, Tryon and Hettmansperger (1973) or Biining and
Késsler (1999) consider the location parameter problem. That is, the unknown distri-
butions of 7" under each group are assumed to be of the same type and only differ in
location W;(t) = W(t — 0;), if at all. In this situation, the hypothesis of interest are
Hy:0,=---=0, versus H, : 0, < --- < 0. In a lifetime data analysis framework, the
same simplification of the hypothesis hold when we consider a location shift in an accel-
erated failure time regression model, log(7T") = 4+ AZ. That is, the distribution function
W for the random variable Z and the scale parameter A are assumed to be equal for
all lifetimes but the location parameter 6 may differ among groups. In this model the

log(t)—0; ) .

distribution function of 7" under each group is of the type Wj(t) = W (=55
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When data are uncensored, the Jonckheere’s statistic for testing the nondecreasing

ordered alternative is a sum of two—sample Mann—Whitney statistics,

k
Z M, s = Z Zoz CIDMZJ) (5.1)

r,s=1 r,s=1175=1
r<s r<s

where ® (i, j) = 1{;<1,)- Equivalently, the Jonckheere’s test can also be expressed as

J = ZMLmyS*l;S = Z Z Q; (Za ) Dy (1, 9) (5.2)

s=2 s=24,5=1

or
k—1 -1 n k
B MTSIES 35 ol R ) FUAT SON B

where M;  _1,s denotes the Mann-Whitney statistic computed for the pooled group
G1U---UG4_4 versus G, and M,.,.41 i denotes the Mann-Whitney statistic computed
for G, versus the pooled group G, U---UGy.

The Jonckheere’s test was proposed independently by Terpstra (1952) and Jonck-
heere (1954). The statistic J coincides with the Mann-Whitney test when k£ = 2.
Moreover, it can be viewed as a sum of two—sample Wilcoxon tests or as a Kendall’s
correlation coefficient. The trend sought by the alternative hypothesis is evidenced by
larger J. Although critical values for J have been tabulated from the exact probability
distribution, a large-sample normal approximation is usually applied. Under the null

hypothesis, the expected value and variance of J are

and

(5.4)
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If there are ties (Hollander and Wolfe, 1999), then

e

V()= [n(n—l )(2n + 5) — an ny = 1)(2n, +5) = > dy(d, — 1)(2d, + 5)

s=1

+m [an(nr— ] [Zd d —2)]

+ m [Zl nr(nr - 1)] [Zl ds(ds - 1)]

(5.5)

where e is the number of different values, d; is the number observations which are
equal to the smallest value, ds is the number observations which are equal to the next

smallest, and so on.

5.2 Jonckheere—type tests

When data are interval-censored, the Jonckheere’s test allow different ways to be ex-
tended by means of any two—sample statistic other than the Mann—Whitney statistic.
In this section we begin introducing the proposal in Abel (1986) which is a sum of
two—sample Wilcoxon—Gehan statistics. Next, in Subsection 5.2.1 we suggest other
Jonckheere—type tests which are sum of the Weighted Log-rank statistics introduced
in Chapter 4. Finally, Subsection 5.2.2 is devoted to the permutational distribution of
these Jonckheere-type tests. We discuss some problems of this permutational approach
which motivate the modification we propose in Section 5.3.

The Abel’s test statistic is a sum of the two-sample Wilcoxon-Gehan statistics LW ¢

given in equations (4.11) and (4.3). If we consider J in equation (5.1), the analogous

form of the Abel’s test is the following:

k k n
Z LS = Z Z ol aﬁ” Pwel(i,g) (5.6)

r,s=1 r,s=1175=1
r<s r<s
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where @y (7, j) = 1ir; <13 — 11,5} Equivalently, the Abel’s test can also be expressed

a generalization of equation (5.2)

JA = ; Lye Z Z a <Z ol ) Pwel(i ) (5.7)

s=2 1,j=1 =1

or equation (5.3)

k— k-1 n
JA:ZLZVTGH, P=200 (Z O‘(S> " Bue(i, ).

r=1 4,j=1 \s=r+1

where L‘fffs_l;s denotes the Wilcoxon—Gehan statistic computed for the pooled group
G1U- - -UG,_q versus G4, and Lf[ﬁl ok denotes the Wilcoxon—Gehan statistic computed
for G, versus the pooled group G, U---U Gy.

For the distribution of JA, the author considers a permutational approach. Under
the null hypothesis the permutational distribution of JA is asymptotically normal with
mean equal to zero. The permutational variance given in Abel (1986) will be presented

later in Subsection 5.3.3.

5.2.1 Weighted Log-rank tests under order restrictions

As a new extension of the Jonckheere’s test we propose to use the two—sample Weighted
Log-rank statistics U given in equations (4.11), (4.6), (4.7) and (4.18). In this case,
the three forms of the Jonckheere’s statistic in equations (5.1), (5.2) and (5.3) provide

three extensions which are not equivalent. The first Jonckheere—type test statistic is,

k k
(s) WMW i1
Ji= Y Up= E:E:a WMV (Wi W, )
r,s=1 r,s =1 i=1
rs r<s

P2 oo . 1— Wi () .
D S N ]
rs=1 i=1 1_W7’,8(t )

r<s



5.2 Jonckheere—-type tests 79

where WT,S is the Turnbull’s estimate of the distribution function in the pooled group
G, U G, which is used to derive the estimate of the distribution function for the it

observation, W'

7,87

the Weigthed Mann-Withney functional ® " and the weights

Q: (t). Alternatively, the other Jonckheere—type test statistics are given by

8

k k n
T2 =3 Ut = 3 0l @MYV W)
s=2

s=2 i=1
(5.9)
kO +o0 . 1—-Wi (t7) .
=> > o T {de,,..,su) i/ )dwl,...,s@)}
s=2 =1 0 1—Wy ()
and
k—1 -1 n k .
3= Uit = (Z aES)) QMY (W W)
r=1 r=1 =1 s=r+1
e e [ . L A (I
= Z Q; Qr ..... k(t) dWr, ,k(t)_ — — dWﬁ 7k(t)
r=1 =1 \s=r+1 0 11— Wr,... k(t )
(5.10)

The test statistics Jp, Jo and J3 are at the same time an extension of the Jonckheere’s
test modifications for right censored—data given in Liu et al. (1993) and Liu and Tsai
(1999). As these authors note for the right-censored data framework, the way each
test statistic is built determine the power to possible alternative configurations. For
instance, in an extreme case like H, : Wy = --- = Wj_y > W, the test statistics J3 may

.. . . . k—1
have more power than .J; and J,. This is because in this situation J3 = Zr:l Urirst,. i

will detect differences in every U,.41. . i, however J; = Z'ji,s: 1 U5 will only detect
rs

differences in the two—sample statistics U, (r =1,...,k—1) and J, = ZISZQ Ui, ..s—1s
only in Uy x—1. On the other hand, in a case like H, : Wy > Wy = - -- = W}, the test
statistic JJ, may have more power than .J; and J3. We will explore this power features

in the simulation study of Section 5.5.



80 The Jonckheere’s test

5.2.2 Permutational distribution

In the case of right censored—data, counting process approaches can be applied to de-
rive the asymptotic distribution of the Jonkheere’s test modifications given in Liu et
al. (1993) and Liu and Tsai (1999). In the case of interval censored—data, we could
have tried a likelihood approach for tests .J;, Jo and J;. However, this approach needs
a discrete nature of the data and it surely would have involved complicated variance
estimation. As in Abel (1986) for the test JA, we propose to use the permutational
approach for tests Jp, Jo and J3 because it is less restrictive and more simple. If the
null hypothesis is true and the censoring mechanism does not depend on the grouping,
the data labels are exchangeable. Thus, the permutational distribution of the test is
obtained by permuting the data labels or, equivalently, regrouping the data in k& groups
where the size of the i group is n;. Corresponding to this, we have to calculate the
test statistic for each of the n!/(n;!...ng!) partitions of the numbers 1,...,n. The null
hypothesis will be rejected if the observed statistic value is extreme for the permuta-
tional distribution. Unfortunately, as the number of observations increase the number of
partitions becomes less manageable and the exact permutational distribution is compu-
tationally intensive. One way of solving this problem is to find a normal approximation
of the permutational distribution. Another way is to use a Monte Carlo approach and

consider a random sample of all possible partitions.

In Abel (1986) a normal approximation of the permutational distribution is used.
For proposals in equations (5.8), (5.9) and (5.10), we use a Monte Carlo approach.
However, since each resampling step needs of the computation of the Turnbull’s estimate
for the lifetime distribution of the k(k—1)/2 in J; and k—1 pooled groups in Jy and J3,
this method does not alleviate the computations needed to obtain the permutational
distribution. In the following sections, we give a new modification of the Jonckheere’s
test which reduce this computational work. We base this proposal on the estimate

of the lifetime distribution function for each observation introduced in Fay and Shih
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(1998), see equation (4.10).

5.3 Kendall-type tests

As defined in Terpstra (1952), the Jonckheere’s test for uncensored data is a Kendall’s
correlation coefficient. In a right—censored data framework, Jones and Crowley (1989)
also show this relationship with the modification proposed in Abel (1986). Thus, the
idea in this section is to introduce a new Jonckheere-type test such that the normal
approximation of the permutational distribution could be easily derived from rank cor-
relation theory, see Kendall and Gibbons (1990). In the following definition we replace
the Wilcoxon—Gehan functional used in equation (5.6) by the Weighted Mann—Whitney

functional defined in equation (4.7) and proposed in Fay and Shih (1998)

k n k n s—1
I 3T Yl o w9 = 33 (S ) w0
r,s =114,75=1 s=2 1,j=1 r=1
r<s

(5.11)

When k = 2, this proposal is equivalent to J;, Jo and J; given in equations (5.8),
(5.9) and (5.10). However, that is not true when k£ > 2. In this statistic we use the
overall estimation of the lifetime distribution W to derive the estimate of the lifetime
distribution for the i*" observation, Wi, and the weights in the functional, @y,

independently of the grouping. This fact simplifies the permutational distribution of

the test and it is the main difference to J;, Jo and Js.

Proposition 5.1. The Jonckheere’s test in equation (5.11) is equivalent to a Kendall’s



82 The Jonckheere’s test

correlation coefficient,

n

1
JK: 5 Zaijbl-j

ij=1

where a;; = Oy (WL W) and bij = Z a a Z a ).

r,s=1 r,s=1
7'<s r>s

Proof:

Since the necessary antisymmetric properties of a Kendall’s correlation coefficient hold,
a;; = —aj; and b;; = —bj;, we only need to show the equivalence of both expressions.
We use the antisymmetric property of the functional &y yyw and a rearrangement of

indices to proof this result:

i aij b = i Oy agw (W', W) Z oy’ 045-’") - Z af” O‘y)

4,j=1 i,j=1 r,s=1 r,s=1
r<s r>s

- Z Za(s " Dy (W, W) Z Za Dy g (W, W)

r,s=1175=1 r,s=1175=1
r<s r>s

Z ZO( a (I)WMWW W] Z Za a (I)WMW(W] WZ)

r,s=11475=1 r,s=11475=1
r<s r>s

k n
= 2 Z Z Oéz(s) Oéy)(I)WMw(WZ,WJ>
r,s =114,j5=1
r<s

Theorem 5.2. Under the null hypothesis, the permutational distribution of the JK test

statistic is asymptotically normal with zero mean and variance given by
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n n 2

n3—3n2-Y"k_ n3+3 ]:: n2 TrioTTsg
V(JK) ="t 3 [Z Cwarw (W 7W])]
i=1 Lj=1

(5.12)

n

k k PP
NG DLk D D Z [(I)WMW(WZ,WJ)}

6n(n—1)(n—2)

,j=1

Proof:

From Proposition 5.1, the permutational distribution of the JK test statistic coincides
with the distribution of a Kendall’s correlation coefficient. Thus, see Kendall and Gib-
bons (1990), the permutational distribution is asymptotically normal with zero mean

and variance given by

V(JE) :m [ Z Qijy Aijy — Z a?j] [ Z bijy bijs — Z b

,J1,J2=1 1,j=1 4,J1,J2=1 1,j=1

(5.13)

+ 5D [Z a?j] [Z b?j]

t,j=1 i,j=1
Since a;; = Oy (W9, WY) | it immediately follows that

2

Z a?j = Z [@WMw(WZ,W])

ij=1 ij=1

and

n n n 2
Z Aijy Aijy = Z [Z (I)WMW(Wiv WJ)]

ij1.j2=1 i=1 Lj=1
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k k
For the coefficient b;; = Z al? ay) - Z ol ozy) , Kendall and Gibbons (1990)
7‘,7‘5<281 r;’s>:s
show that
n k
DU
ij=1 r=1
and
- Ly =
. Z bijlbijg = g n —an .
i,J1,j2=1 r=1

We also derive these two sums in Appendix C.
Finally, if we replace all these results in equation (5.13) and we do some algebraic

manipulation, we obtain the stated expression for V(JK).

5.3.1 Comparison with a k—sample test

In this subsection we compare JK with the permutational linear test statistic Ly given
in equation (4.1). First, we note that if we define z; = fo:l az(»r)r as a covariate
indicating the group ordering of the i*® individual, then in Proposition 5.1 it follows
that b;; = sign(z;—z;). Thus, the coefficient b;; is equal to 0 if the " and ;" individuals
belong to the same group, is equal to 1 if the group ordering of the " individual is
bigger than the group ordering of the j* individual, and —1 otherwise. Intuitively,
for each pair of observations, the JK test statistic is measuring the agreement of the
group ordering and the ordering given by the estimates of the lifetime distribution, W
and WJ. We also note that if we define a new Kendall’s correlation coefficient with

bij = 2 — 2z = 272511 al” aj(;) (r —s) and a; = Oy (W, W7), or alternatively

a;j =¢ —c¢; = @WMW(Wi, W) — (IDWMW(Wj, W), then the statistic simplifies to L.
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This result is important because illustrates the differences between using the JK test
statistic and the Ly test statistic with these particular covariates. Since the group
ordering covariates z; = Zle agr) r are linear, it suggests that JK may be more
efficient than Ly when the true trend is not linear. In the simulations of Section 5.5 we
study the behavior of JK and Ly,. We consider accelerated failure models with equal

spacings in the location parameters (linear trend) and models with different spacings

(nonlinear trend).

5.3.2 Dependence on group sizes

Another useful interpretation of the JK test statistic is given by the definition of

e 1 (ryiri 17 % _ 1 -1 _(r) 170 1% _
Wr — 2?:1 Q; WZ? Wl,...,sfl T nittns—1 Z?:l <Zf’:1 Oéj ) W* and Wr—l—l,...,k -
m Yoy (Z’;:T, 41 ozj(-s) > Wi as respective estimates of the lifetime distribution

in group G, in the pooled group G;U- - -UG,_;1 and in the pooled group G, U- - -UGj.
Then, by linearity of the Weighted Mann—-Whitney functional,

k
JK = Z nrng (I)WMW(WS*,W:)

r,s=1
r<s

or equivalently,

k
JK = Z(nl + 4+ ns_l) Ng (I)WMW(W:, Wi...,s—l)

s=2
k—1

= an (nr+1 + -+ nk) (I)WMW(W:-H ..... k> W:)
r=1

These expressions show that the test statistic compares lifetime distributions between
groups but is sensitive to differences in group sample sizes. Those groups with larger

sample size play a more important role in the detection of the trend. Consequently,
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it is possible that the set of alternatives against which JK is consistent may depend
on the group sample sizes. This problem is mentioned in Barlow et al. (1972) for the
Jonckheere’s test and in Jones (2001) for Jonckheere—type tests with right—censored
data. As an alternative, a weighted form of the JK test statistic can be used to remove

this feature,

k n
WIK = > Q.3 a ol Gy (W, 1W7)

r,s=1 2,7=1
r<s
k
2 : Trx T17*
= Qr,s Ny Ng CI)WMW<W5 s Wr)
r,s=1
r<s
n
DN
2'4 J 7]
3,j=1

k k
where ay; = Qwany (WL, W7) L by = 30 Qg af” o’ = 37 QoY o and

r,s=1 r,s=1
r<s r>Ss

Qs =Q, >0.

For Q,, = 1/(n,n), the statistic WJK compare groups in pairs and it does not
depend on the group sample sizes. This is the solution suggested in Barlow et al.
(1972) for the Jonckheere’s test. For Q,, = 1/(n, + ns), the statistic WJK and J;
are equivalent when data are not censored and coincide with the Jonckheere-type test
proposed in Puri (1965). Different weight schemes in Puri’s proposal are studied in
Tryon and Hettmansperger (1973). The authors assume equal group sample sizes and
prove maximum Pitman efficiency of Puri’s proposal when the alternative specifies equal
spacings in the location parameters. They also give the optimum weight scheme for
location alternatives without equal spacings.

As a Kendall’s correlation coefficient, the permutational distribution of W JK is
asymptotically normal. The main problem of this statistic is that the permutational

variance does not have a simple form and we must use the general formula given in
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equation (5.13). For this reason, we are not going to study further this W .JK statistic.
In the simulation study in Section 5.5 we will pay attention to the performance of the
JK test statistic when group sample sizes are not equal or when the true trend is not

linear.

5.3.3 Abel’s test

In this subsection we consider again the test statistic JA given in equation (5.6). Note
that if we replace the Weighted Mann-Whitney functional by the Wilcoxon-Gehan
functional, the JA test statistic is a particular case of the JK test statistic in equation
(5.11). Thus, the permutational variance given in equation (5.12) applies. However,
this is not the permutational variance given in Abel (1986). Here, we compare both
variances and show that they are asymptotically equivalent.

The permutational variance derived in Abel (1986) follows from the decomposition

of the JA given in equation (5.7). Since the author assure that the statistics L‘f‘f_?s_l;s
are independent, it follows that
k
V(JA) =) V(L ) (5.14)
s=2

Moreover, the author obtain the permutational variance of each statistic from the two—

sample method presented in Chapter 4 (see equation (4.4) and equation (4.11)),

2

S_ine) ns r
Vase (L) = o5 o Z E E ;o yali, j) (5.15)
=1

j=1r1,r2=1

This permutational variance is, however, incorrect because it is based on the permu-
tation of data labels from individuals within the groups Gy, ..., G5 and neglect the

permutation of data labels from individuals outside these groups. The permutational

distribution of the JA test statistic, and consequently the L}’st_l;s statistics, must be
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a rearrangement of data labels from the overall sample. We prove in Appendix D that

each statistic L‘fVG

<_1.s can be rewritten as a Kendall’s correlation coefficient which uses

the overall sample. Thus, the permutational distribution of L‘fff’jsfl;s coincides with the

distribution of a Kendall’s correlation coefficient. In Appendix D, we derive the correct

permutational variance as

n n 2
s=ln, ns (30_;np —2)
V(LY ) —(Ekn e (e § [z ey ]

=1 Lj=1

nrnsn—i:nr = .oN12
R 2 [Pwe(i )

We also show that the L‘f[,/.ﬁs—1 statistics are uncorrelated under the permutational

]
distribution and, consequently, the variance decomposition in equation (5.14) is correct.
From the sum of variances, we obtain for V(JA) an equivalent expression to V(JK)

(see equation (5.12)),

2
_n373n272r 1M +32r 1n
V(JA) o 3n(n—1)(n—2) z : [: :(I)WG U ] ]

=1 |Lj=1
(5.16)
n3425°F_ n3-3n3F_ | n? . L2
e I N [y (i, )]

4,j=1

When data are not censored and there are not ties, both permutational variances
(5.15) and (5.16) coincide with the variance of the Jonckheere’s test (5.4). In this
situation, the Jonckheere’s test statistic can indistinctly be written as a function of
the uncensored data, the ranks of the data in the overall sample or the ranks of the
data within each of the pooled groups G; U --- UGy (s = 2,...,k). In presence of
ties, however, only the permutational variance (5.16) coincide with the variance of the

Jonckheere’s test (5.5).
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A question which naturally arises is how different are the correct permutational vari-
ance of JA and the variance given in Abel (1986). As noted in Heimann and Neuhaus
(1998), when the a—critical value of the permutational distribution of a test statistic
converges in probability to the a—critical value of the non—permutational distribution,
both distributions are asymptotically equivalent. In this situation, V(JA) will con-
verge to the non—permutational variance. Moreover, Ve (JA) will also converge to

the non—permutational variance because each Vape(L;" ) will do. Consequently,

G
yeey8—1;8
V(JA) and Vape(JA) will be asymptotically equivalent. In a general asymptotic situa-
tion, however, the permutational distribution of a test statistic might not coincide with

the non—permutational distribution. In that case, as the following proposition shows,

both permutational variances are still asymptotically equivalent.

Proposition 5.3. The variances V(JA) and Vape(JA) are asymptotically equivalent.

Proof:

LWG

1,...,s—1;s

To prove the proposition, we show that V( ) and Ve (LY, ;) are asymp-

totically equivalent. First we note that

n n n

Z [@Pweali, )] = Z ([Pweli, ) + [Pwe(j, 1)) =2 Z 1{ to prosne

i,jil i,j —1 i,j -1 no superposition
1<j 1<j

and
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n n n
S dwelig)| = Y. Qwelij) Pweli, )
i=1 Lj=1 ij1,52=1
n
= 3 [ @weli, ) Pwel(i,j2) + Pwali, j2)Pwali, 1)
i, J1,J2 =1
1<J1<J2
+ Pwa(ji, 1) Pwa (i, J2) + Pwa (i, J2) Pwa (i1, 9)
+ Py (jo, 1) Pwaldz, J1) + Pwa(da, j1)Pwa (fa, ) ]
n
+ Y Qwali ) Pwali, j2)
7:7j17j2 = 1
J1=72
= 2 Z I;, ]1 1]2 present less } + Z q)WG Z j)]
i ]17‘72 -1 than two superpositions ,j 1
1<j1<j2
= 2 Z I;, 31 o present less } + 2 Z I;,1; preseAnAt }
i ]17_]2 -1 than two superposltlons i ] -1 no superposition
1<j1<Jj2 1<j
Thus,
n
V(LII/VGS N 5) _ 2ns(nl+~~;L-(-Zi71§zin_1$..-+ns—2) Z ]_{ I;,Ij, .1, present less }
2.7].17].2 -1 than two superpositions
1<j1<j2
+2n8(n1+m+’r:(_nl,)(17;inli 7715) Z j present }
i ] -1 no buperpo&,ltlon
1<J
and

WG _ 2ns(ni+-+ns_1) E : E : (n
VAbel(L 8= 15) (n1+-4ns)(ni+-+ns—1) @ 1{ 13,1 present }

no superposition
i, =1r1,ro=1

1<j
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n S

2ns (n14-4ns_1) Z Z (r1) (r2) (rs)
+(n1++ns)(n1++n571) ai ajl an 1{ Ii’Ijl’IjQ present less }

Lo than two superpositions
i, j1,J2 =1 ri,ra,r3=1
1<j1<7J2

Now, if the null hypothesis is true and sample sizes for all groups are large enough,

it follows that

ni+-+ns

Z Z al(Tl)a§T2)1{ I;,1; present }% % Z 1{ I;,I; present }

L no superposition L no superposition
i,j=1rmr1,ro=1 2 5,j=1

1<J 1<j

and

n S
T T T
Z E OZE 1)a§12)a§23)1{ Ii’IjI’Ijg present less }

P than two superpositions
%,71,72 = 1 T17T27T3:1

1<J1<J2
(b &
3
~ (n) Z 1{ 1,15, 215, present less }
i . th t N sitions
3 27‘.717.]2 = 1 an two superpositions
1<71<J2

This result completes the proof because the substitution of these expressions in the

V(LYE, .,) formula gives the Vapr(L1VC,_,.,) formula.

1,...,s—1;s

5.3.4 Difference in means test for trend

In this subsection we consider a modification of JK which considers the Difference in
means functional given in equation (4.8) instead of the Weighted Mann—Whitney func-
tional. The Difference in means functional holds that @ p; (W, W) = @ pyp (Wi, W) —
@DiM(Wj, W) This property implies that @DiM(Wi, VVJ) = DiMc¢; — DiMc¢; and that

JKpin reduces to the permutational linear test statistic Lo given in equation (4.1):
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k n
JKDZM — Z Z Oé(s) Oéj( (I)DzM<W ,Wj)
r,s =114,j5=1
k—1 n k k n s—1
=) n, ( Z ozl(s)) DiMc; — Zns Z ( ozz(r)> DiMe¢;
r=1 i=1 s=r+1 s=2 j=1 r=1

where

k r—1 k
2 = Z [Zns — Z nS] a§’").

r=1 |Ls=1 s=r+1

A little algebra in equation (4.2) provides the following simplification of the permuta-

tional variance,

n

V(JKpin) = o pmyni Z(DiMCi)Q

3(n—1)
=1

Note that the covariates depend on the sample size of the groups, a property which
may seem undesirable. Moreover, if groups have equal sample size n, = %, then the

trend determined by the covariates

ko [r—1 k k
r=1 [s=1 s=r+1 r=1
is linear. Thus, this particular functional, or any other which holds that @(Wi, Wi ) =

¢ — ¢, gives a JK test statistic which is equivalent to a Lg test statistic with linear

covariates.
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5.4 Computational aspects

The permutational and Monte Carlo methods of this chapter have been implemented
with the S—Plus functions given in Appendix E. In this section we describe each of
these S-plus functions and illustrate how they work. All these functions assume that
the intervals are semi-closed because several of them use the kaplanMeier () procedure
and the S—plus functions described in Section 4.7. If the intervals are closed, as it is
the case in this chapter, we can replace each interval [l;,7;] by (I; — €, ;] where € is a
small quantity.

Let lower and upper be two vectors containing the left and right endpoints of an
interval data sample (when a right endpoint is +o00, we write down 1e+029). First, it
is necessary to estimate the survival function from the pooled sample using Turnbull’s

method,
svf <- kaplanMeier(censor (lower,upper,censor.codes)~1)

and compute the estimated lifetime distribution function at every left and right endpoint

of the interval data sample,
cdf <- cdfdata(lower,upper,surv.est)

It is also necessary to create a vector of covariates, covar, which assigns the value 1
for individuals in the first group, the value 2 for individuals in the second group and
likewise until the k™ group.

Now, each S—plus function in Appendix E works as follows:

A. Function JK(-,-,-,-) computes the standardized value of the test JK. In the
Weighted Mann—Whitney functional, we have implemented the weighting scheme
described in equation (4.13). Thus, as it is proved in Appendix F, the Weighted

Mann—-Whitney functional simplifies as follows:
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W) YOV 1) =AW (v )]
(W () = W HW () — W)

J

Doy pw (W, W) =

W) [V v ) =065 v )]
W (rs) = WO HW(ry) = W)}

J

W(rs) [y (W (5 v 7)) = A (W (s v 1)

W) W (W) — W)

W) [y (i v ) =5 (W G v )]
W (rs) = WO HW () = W)}

We use 7(t) = (1%) %, the function related to the Harrington and Fleming

scores given in equation (4.12). Function JK(-,-,-,-) works for any p > 0. For

instance when p = 0 and p = 1, expressions
JK(cdf,covar,0)
and
JK(cdf,covar,1)

compute respectively the Log-rank and Wilcoxon-Peto extension of the Jonck-

heere’s test.

For the sake of time efficiency, we have used matrix algebra in the implementation
of this function. Hence, there is a fourth input parameter which corresponds to
the number of files of the matrices used in the computations. The default value
of this parameter is equal to 25. When the sample size is large it could appear
memory allocation problems, then it is recommended to reduce the value of this

parameter.
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B. Function Ltrend(-,-) computes the standardized value of the test Ly with a trend
covariate. The first input parameter corresponds to a vector of scores values,
for instance, the Log—rank scores given by the function HFsc(-,-) introduced in

Section 4.7:
scores <- HFsc(cdf,0)

The second input parameter corresponds to the vector of covariates, trendcovar,

which specify the trend sought by the test stastistic Ly. Then,
Ltrend(scores,trendcovar)

computes the desired result.

C. Functions Jiboot(-,-,-,-), J2boot(-,-,-,-) and J3boot(:,-,-,-) compute the
Jonckheere-type statistics Ji, Jo and Js given in equations (5.8), (5.9) and (5.10)
respectively. These statistics have been implemented as a sum of two—sample test
statistics in the Harrington and Fleming class. The fourth input parameter corre-
sponds to any p > 0. For implementing a Monte Carlo approach, these functions
should be jointly used with the bootstrap() S-—plus procedure. For instance, a

Monte Carlo resampling with the statistic J; and p = 0.5 is performed by,
bootstrap(covar, Jiboot (lower,upper,covar,0.5) ,sampler=samp.permute)

We note that these functions use internally the function HFsc(-,-) introduced in

Section 4.7.

D. Functions JA(-,-,-,-) and JA2(-,-,-) compute the standardized values of the test
JA considering respectively the permutational variance derived from rank corre-
lation theory, see equation (5.16), and the variance derived in Abel (1986), see

equation (5.15). They apply as follows:

JA(lower ,upper,covar)
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and

JA2 (lower ,upper,covar)

Function JA(-,-,-,-) has a fourth input parameter which corresponds to the num-
ber of files of the matrices used in the computations. The default value of this
parameter is equal to 25. We also note that function JA2(-,-,-) uses internally

the function WGsc(-,-) introduced in Section 4.7.

E. Function JKDiM(-,-) computes the standardized value of the Difference in means
test for trend. The first input parameter corresponds to the Difference in means

scores given by the function DiMsc(-,-,-) introduced in Section 4.7:
scores <- DiMsc(lower,upper,svf)
Then, this function applies as follows,

JKDiM(scores,covar)

5.5 Simulation study

This section tries to elucidate the behavior of the trend tests introduced in this chap-
ter. A first purpose of the simulation study is to compare the powers of these tests
under various linear and nonlinear trend alternatives. We are interested in the power
differences between a test like Ly which requires that the covariates should be specified
according to the trend sought in the alternative hypothesis and tests like Jy, Jo, J3, JK
and JA which do not have this requirement. A second purpose of the simulation study
is to confirm that the nominal significance level is roughly reached when the null hy-
pothesis is true. We are specially interested in the Monte Carlo approach introduced for
J1, Jo and J3, and in the two options for JA established in terms of the permutational

variance.
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5.5.1 Data generation

In the generation of the simulated data for the lifetime variable T" we have considered
a discretization of a variable 7% under an accelerated lifetime model log(7*) = 6 + \Z.
We restrict ourselves to those models under which the Harrington and Fleming class of

tests is efficient. Hence, the distribution function for 7™ is given by

log(t) — 6
A

) =1 (14 ptPexp(—0/3) "

Wop(t) = Wp(
where W, is the error term distribution given in equation (4.17). The discrete lifetime
variable T is established to take values 1,2,...,10 and it is defined as T'= [T*] + 1 for
T* <10 and T = 10 for 7™ > 10.

The censoring mechanism of 7" mimics a longitudinal study where there is a period-
ical follow—up with scheduled visits but patients might miss some of the appointments.
Specifically, there are assumed potential monitoring times t; = j for j = 1,...,10. The
patients would assist to each of these scheduled visits with probability p. Then, for an
individual 4, the observed censoring interval [L;, R;] is constructed by defining R; as
the first visit where the event of interest is observed and L; as the previous visit of the
patient. That is, L; = max{t;|t; < T;,6) = 1} and R; = min{t;|t; > T}, 0" = 1}, where

8% is the indicator of whether the visit at time ¢; occurs (65 = 1) or is missed (07 = 0).

eration data process. For instance,
gendata(100,0.9,0.6,1,0.5)

generates a random sample of n = 100 censoring intervals where the accelerated lifetime
model for 7* has parameters (6, A, p) = (0.9,0.6, 1) and the probability of assistance to

each scheduled visit in the periodical follow—up is p = 0.5.
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5.5.2 Simulation scenarios

In the simulation study we have considered a location shift accelerated lifetime model
for the variable T™. That is, the error distribution function W, and the scale parame-
ter A are assumed to be equal for all the lifetimes, but the location parameter § may
differ among groups. We define scenarios where the distribution Wj ) , has parame-
ters (A, p) = (1,0),(0.75,0.5), (0.6, 1), (0.5,1.5). For a situation of differences between
groups, we study models with equal spacings in the location parameters (linear trend)
and models with different spacings (nonlinear trend). Under each of the four settings
fixed for (A, p), we regard an scenario with equal spacings (6 — 6y = -+ = 0 — 1)
and two scenarios where all the groups have the same location parameters except one
(0 <Oy=---=06_1=0,and 0 =0y =--- =0;_1 <0). In Table 5.1 and Table 5.2

we give the parameter settings of the scenarios when k = 3 and k£ = 4.

Table 5.1: Parameters for each trend scenario when k = 3

O\ p) (1,0) (0.75,0.5) (0.6,1) (0.5,1.5)

616 | 1616|125 [125|125/09 [09,09]05 |[0.5]0.5
6, | 1.85 (2111615 |[1.75 12511514109 ]0.75 |1 0.5
0521 | 2121175 |17 |17 |14 |14|14]|1 1 1

Table 5.2: Parameters for each trend scenario when k = 4

(A, p) (1,0) (0.75,0.5) (0.6,1) (0.5,1.5)

6, 1.65]1.65]1.65|13 |13 |13 [0.95]0.95|0.95]|0.55]|0.55 0.5
B, | 1.8 |21 | 165|145 17513 |1.1 |14 109506 |0.55]0.5
O3 19521 | 16516 |1.75|13 |1.25]14 [0.95|0.75]0.55 |1
0,21 |21 |21 |17 17|17 |14 |14 |14 |1 1 1

The location parameters have been chosen so that the set of means of 7 roughly co-

incides in those scenarios with the same trend configuration (columns 1, 4,7, 10, columns



5.5 Simulation study 99

2,5,8,11 and columns 3,6,9,12 in Table 5.1 and Table 5.2). For all the parameter set-
tings, Appendix G give the mean and median of 7%, the mean and median of T and
the plots of the survival probabilities of 7.

Under the null hypothesis, the parameters (6, A, p) are identical in each group. In
this situation, we have also considered some scenarios with some of the parameters
(0, A\, p) given above.

The sample simulation of each scenario has been performed with the S—plus function
simu() given in Appendix G. All the simulation results are based on D = 500 repli-
cations of the data samples and a probability of assistance to each scheduled visit of
p = 0.5. For each of the following tests we have computed the percentage of rejections
of the null hypothesis under a nominal significance level o = 0.05.

o L0 g LO2.g L

L5 . : : :
irend> Lironds Lireng and L they are specific cases in the Harrington and

trend*

Fleming class of k—sample tests. We consider the parameters p = 0,0.5,1,1.5 and

a trend covariate given by z; = Zle agr) .

o JK° JK"5 JK'and JK'5: they are specific cases of the JK test. We consider

the Harrington and Fleming functional and parameters p = 0,0.5,1, 1.5.

e J7, JJ and JY: they are specific cases of the Ji, J and J; tests. We consider the
Harrington and Fleming functional and the same parameter p as in the distribu-

tion of T%. We use M = 1000 resamples in the Monte Carlo approach.

e JA: it is the JA test with the permutational variance derived from rank correla-

tion theory.
o JA2: it is the JA test with the variance derived in Abel (1986).

o JKpiy: it is the Difference in means test for trend.
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5.5.3 Simulation results

In this subsection we report some of the simulation results given in Appendix H. First
we give a description of each studied issue. Then, we give a discussion about open

questions which need of further research.

1) In most of the simulation scenarios given in Table 5.1 and Table 5.2, the tests

LP

treng a0d JK? show higher estimated power when p coincides with the analogous

parameter in the distribution of 7. This is an important feature which confirms
the Harrington and Fleming class of tests given in Chapter 4 as a generalization

of the class introduced in Harrington and Fleming (1982).

2) Under linear trend alternatives, we suggested in Subsection 5.3.1 that L? . would

tren
have higher power than JK?. However, the estimated power of JK?, LY . and
J{ is similar and it is generally as high or higher than those of the other tests.

Table 5.3 shows these power performance when k = 3.

Table 5.3: Power sizes under linear trend alternatives when k = 3

f(n17n2an3) (81792a‘937/\7p) \

(1.6,1.85,2.1,1,0) | (1.25,1.5,1.75,0.75,0.5)

‘]KO Lgrend J{] JKO.S L?rind J?5
(50, 50, 50) 0.656 0.656 0.66 0.682 0.682 0.686

(100, 100, 100) || 0.882 0.886 0.876 | 0.928 0.926 0.926

(50,100, 150) | 0.812 0.816 0.818 | 0.896 0.902 0.892

(150,100,50) | 0.86 0.884 0.888 | 0.882 0.87  0.866
(0.9,1.15,1.4,0.6,1) | (0.5,0.75,1,0.5,1.5)

‘]Kl L%rend Jl1 JKLS Lz}rgnd J115
(50, 50, 50) 0.736 0.742 0.73 | 0.68 0.676 0.676

(100, 100,100) || 0.94 0.94 0.946 | 0.926 0.926 0.922
(50,100, 150) || 0.872 0.872 0.868 | 0.884 0.886 0.884

K150 100,50) | 0.888 0.888 0.884 | 0.872 0.884 O.874j
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3)

Under nonlinear trend alternatives of the type 6, < 6 = --- = 0,1 = 0, the
estimated power of J§ is higher than those of the other tests. In Subsection

5.2.1 we have given the intuition of this result. Moreover, in Subsection 5.3.1 we

p

treng Under nonlinear trends. The

suggested that JK? would higher power than L
present trends are clearly nonlinear and, however, the estimated power of JK?”,

L.D

? eng a0d JI is roughly similar. Table 5.4 shows these results when k = 3.

Table 5.4: Power sizes under nonlinear trend alternatives when k =3 and 01 < 05 = 05

/(nl,ng,ng) (61,05,05, X, p) \

(1.6,2.1,2.1,1,0) (1.25,1.75,1.75,0.75,0.5)
JKO Ly BB IR 193, P

(50, 50, 50) 0.636 0.636 0.664 0.71 |0.718 0.718 0.728 0.786
(100,100, 100) || 0.886 0.886 0.90 0.936 | 0.924 0.924 0.928 0.956

(0.9,1.4,1.4,0.6,1) (0.5,1,1,0.5,1.5)
JK' Liyewa i Jy | JKY Lid, NS

(50, 50, 50) 0.746 0.74 0.746 0.798 | 0.732 0.736 0.724 0.782

&100,100,100) 0928 093 0.926 0.966 | 0.912 0.914 0.912 0.95y

4)

5)

Under nonlinear trend alternatives of the type 68, = 6y = --- = 0,1 < 6, the
estimated power of J£ is higher than those of the other tests. As we have noted
in the last item, the intuition of this result was given in Subsection 5.2.1. Again,
the present trends are clearly nonlinear and, contrarily to the expectancies given
in 5.3.1, the estimated power of JK?, L . and J{ is roughly similar. Table 5.5

shows these results when k£ = 3.

The nominal significance level a = 0.05 is roughly reached in the scenarios where
the null hypothesis is true. There are some exceptions, but these cases can be due
to the random variability of the replicated samples. Since D = 500 is not a large

number of replications, the percentage of rejections can produce several strange
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Table 5.5: Power sizes under nonlinear trend alternatives when k =3 and 01 = 0y < 05

/(nhnmn:&)

(017 92a 937 A7 p)

~

(1.6,1.6,2.1,1,0)

(1.25,1.25,1.75,0.75, 0.5)

IR Ly K J9 | JKY L5, 9
(50, 50, 50) 0.672 0.67 0.646 0.734 | 0.724 0.726 0.72  0.786
(100,100, 100) || 0.892 0.892 0.882 0.93 |0.938 0.938 0.934 0.96

(0.9,0.9,1.4,0.6,1)

(0.5,0.5,1,0.5,1.5)

I Ly G JKYS L,
(50,50, 50) 0.708 0.712 0.706 0.754 | 0.722 0.72  0.728 0.764
wOO, 100,100) || 0.956 0.96  0.954 0.974 | 0.914 0.912 0.918 0.9y

6)

7)

8)

results. For instance, when k = 3, ny = ny = ng = 100 and (0, A, p) = (1.4,0.6, 1),
most of the tests have a percentage of rejection lower than 0.03. For this particular
case, we repeated the simulation process with a different seed and the results

became better.

The tests JA and JA2 do not show differences in the percentage of rejections
neither under the null hypothesis nor under a trend alternative. Furthermore,

they show a similar power performance to JK*!.

As noted by Jones (2001) in the right—censored data framework, tests like Jy, Jo
and J3 may seek for a trend which depends on group sizes. In Subsection 5.3.2 we
also suggested that the test statistic JK would depend on group sizes. This do
not immediately mean that the trend sought by JK will depend on group sizes.
In the simulation study, this possible dependence was checked by introducing
different group sample sizes in the linear trend scenarios. Once more, the results
do not show the power differences we expected between L7 . JK? and J{. See,

for instance, Table 5.3.

The power of JK p;y is generally lower than the power of L? JKP* and J? when

trend>



5.6 Illustration 103

p coincides with the analogous parameter in the distribution of 7. However, it is
high or higher than the power of L? . and JK? when the value of p is far away

from the analogous parameter in the distribution of T*.

In general, the tests perform as we expected before running the simulations. How-
ever, it has been somewhat surprising to not observe clear differences in the behavior

of L?

P engs JEK? and JY. Our main goal in this simulation study has not been attained.

We pretended to find those situations where tests like JK and .J;, which do not precise
of covariate specification, are preferable to a test like L, which necessarily does. We
think that this goal could be attained if we consider a continuous model for T" or, at
least, a thinner discretization of the variable 7. This would increase the variability of
the data and, consequently, it would clarify the differences between the tests. Since the
Monte Carlo approach for J;, Jo and J; is computationally intensive, we think that at
least JK and Ly should be compared. We will carry out this new simulation study in

future work.

5.6 Illustration

The methodology of this chapter is illustrated with data from the AIDS Clinical Trial
described in Section 4.3. The variable of interest is the time 7', measured in months from
randomization, until the CD4 count first reaches 400 cells per cubic millimeter and is
interval-censored. The estimated survival curves suggest an increasing trend according
to group G; (the deferred—therapy group), group Go (immediate—therapy group with
500-mg) and group G5 (immediate-therapy group with 1500-mg).

The analysis of this data set shows the results given in Table 5.6 and Table 5.7.
In Table 5.6 we give the standardized test statistics and p—values of the tests Lo, JK,
JA, JA2 and JKp;p. All these tests clearly show a significant increasing trend of the
survival probabilities in each group. Since the p—values of these tests are low, in the

Monte Carlo approach for the tests .J;, Jy and J3 we have used M = 100000 resamples.
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The results are given in Table 5.7 and they also clearly show a significant increasing

trend.

Table 5.6: Standardized test statistics and p-values with the normal approxzimation of the permuta-
tional distribution

/ Test L(t)rend L?Tind L%rend Ltlrind JKO ‘]KO.S \
statistic: || 4.150754 4.123759 4.028795 3.896602 4.153457 4.125687
p—value: || 0.00002  0.00002  0.00003  0.00005  0.00002  0.00002

JKl JK15 JA JA2 JKD’LM
4.029249 3.895257 4.011888 3.992121 4.156854
\ 0.00003  0.00005  0.00003  0.00003  0.00002 /

Table 5.7: Test statistics and p-values in the Monte Carlo approach

/" Test | JO Jo5 Il Ji5 9 JO5 N\
statistic: | 97.41800 79.44000 66.15175 56.15465 75.47007 61.33287
p-value: | 0.00001  0.00002  0.00002 0.00005 0.00001  0.00001

VR N N R S
50.90874 43.07878 70.16334 53.44330 48.06883 41.01986
K 0.00001  0.00004  0.00001  0.00003  0.00004 0.0000U




Chapter 6

Conclusions and future research

This thesis is divided into two parts which aimed to investigate two aspects of survival
analysis with interval-censored data. The first part of this thesis is devoted to give a
constant—sum condition for interval censoring models and to explore the consequences
of this assumption. The second part deals with the analysis and hypothesis testing of
k samples. In the following sections we summarize the results of the dissertation while

suggest other possible topics or new approaches of investigation.

6.1 Constant—sum models

The simplified likelihood has been widely used with interval censored data. Neverthe-
less, in some cases the mechanisms leading to censoring could be related to the event
time process and in this case the simplified likelihood would not be appropriate. Thus,
a natural problem arises elucidating whether the simplified likelihood is the correct one
to get valid inferences for a given data set. Chapter 2 specifies the conditions which
ensure that the simplified likelihood is a proper basis for inferences. We describe the
constant—sum condition and give the relationship to the noninformative conditions. The
attractiveness of the theoretical development presented here stems from the fact that
the framework is general enough to cover most of the censoring models in the litera-
ture. Henceforth, further application of the ideas pointed out in this chapter, and in

particular Proposition 2.7 and Proposition 2.8, might be useful in characterizing the
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noninformative and the constant-sum conditions for different censoring models.

When the censoring observations occur through a longitudinal inspection process,
an intuitive interpretation of the constant-sum condition is given in Lawless (2004).
However, further research is needed to give to this condition more intuition and practical
use. For instance, the equivalent condition given in Kalbfleisch and MacKay (1979) for
right—censored data is more intuitive. We plan to continue our research along this
aspect.

In Chapter 3, we have investigated which role does the constant—sum property play
in the identifiability of the lifetime distribution. We have shown that the lifetime dis-

tribution is not identifiable outside the class of constant—sum models. We have also

shown that the lifetime probabilities assigned to the observable intervals are identifi-

able inside the class of constant—sum models. In case that the observables have finite

support, we have completely elucidated the issue of the identifiability of W. In a general
censoring setting, it is still an open question to give sufficient conditions which ensure
identification of the entire lifetime distribution.

There are specific situations where it is possible to ensure complete identifiability,
for instance, when uncensored data are allowed for the whole support of the lifetime
variable, that is, when dF', g(¢,t) > 0 for any ¢ € Dy,. This identifiability assumption
is rather mild and it is typically satisfied in right censored data and doubly censored
data applications. For instance, Chang and Yang (1987) use this assumption to prove

the consistency of the NPMLE with doubly censored data.

Further research is needed for the inspection model discussed in Subsection 3.2.2
when the support of the inspection times is not finite. In this setting, the characteriza-
tion given in Lawless (2004) does not necessarily apply. The interval censoring model
studied in Wang et al. (1994), which includes the well known case k interval censoring
model, and the mixture of case k interval censoring models presented in Schick and
Yu (2000) are examples of such inspection models. Both examples assume that each

individual is inspected a countable number of times and that this inspection process
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is independent of the lifetime variable. As a consequence, the constant—sum condition
holds and we have a particular structure for the observable intervals which, jointly
with Theorem 3.4, derives in the identifiability of 1 — W () and W (r) for any observ-
able (I,r) € Dy g. In this case, the assumption that the support of L or R covers
Dw = (0,+00) would ensure identifiability of W. At this point, it might be interest-
ing to investigate an identifiability assumption when each individual is inspected an
uncountable number of times or the constant—sum condition holds but the inspection
process depends on the lifetime variable.

Another point of interest is to develop a formal test to examine, from the observed
data, whether the constant—sum condition does hold or not. The literature on coarsen-
ing data suggest the existence of a noninformative model, and consequently a constant—
sum model, for any given observables structure, F . However, we think that there
are situations where this noninformative model cannot hold the assumed lifetime sup-
port Dy . A disagreement between Dy, and the lifetime support of this noninformative
model could open a way to detect that the constant—sum condition does not hold. For
instance, this problem is considered by Gill et al. (1997) and Betensky (2000) in the
right censoring and current status data settings, respectively. These authors establish

conditions under which it is possible to state that the constant—sum property does not

hold.

6.2 k—sample problem

The nonparametric tests introduced in Chapter 4 and Chapter 5 give new methods to
compare survival functions among groups when data are interval-censored. Chapter
4 gives a review of k—sample tests provided in the literature. We specially focus on
permutational tests. We develop links between different forms of the tests, propose
new extensions and implement S—Plus functions. Chapter 5 considers tests for ordered

alternatives. We propose several new generalizations of the Jonckheere’s test based on
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the permutational tests given in Chapter 4. We provide software and simulate data to
study the performance of each Joncheere-type test.

The permutational approach in Chapter 4 and Chapter 5 requires that the censoring
mechanisms are identical across the groups. The testability of the equality of censoring
mechanisms is an aspect which needs further research. Another point of interest is how
much the non—equality of the censoring mechanism could affect the tests. For instance,
in situations where an inspection process defines the censoring observations, it seems
possible that having different frequencies of inspection might not be relevant for the

inference.

Our plans for the future include the implementation of the likelihood score test
statistic given in Subsection 4.5.2 and a simulation study to learn about the power
of the different tests proposed in Chapter 4. We plan to compare the permutational
approach and the likelihood approach for discrete data. For continuous data, it is of
interest to compare the permutational approach and the approach introduced in Sun
et al. (2005).

Finally, and since the simulation study in Chapter 5 has not shown substantial
differences between the powers of the test statistics Ly, JK and J;, we would like to
explore the cause of these results. The similar powers might be due to the discrete
nature of the the simulated data or an asymptotic equivalence between the tests. It
will be interesting to explore the performance of the tests under continuous data or

under small sample sizes.
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Appendix

A A probability measure result

Lemma A.1. Let i be a probability measure and f a p—measurable positive function

/fduzl and /%duzl

then f =1 pu—almost surely.

such that

Proof:

If we sum the two integrals,

[+ e

Then we can rewrite this result as,

/{(H%) 1{f¢1}+2'1{f=1}} dp =2
1
:>/(f+?_2>1{#1}d“:0

:M{(f—f—%—Q) 1{f751}:0}:1:>ﬂ{f:1}:1
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B S—Plus functions for the permutational tests

cdfdata

function(l,r,svf){
n <- length(1)
q <- c(t(svE$fits[[111[,21))
p <~ c(t(svE$fits[[1]1][,1]))
w <- c(t(svEi$fits[[111[,3]))
pl1:(length(q)-1)] <- p[2:1length(q)]
wl[1:(length(q)-1)] <- w[l:(length(q)-1)]1-w[2:length(q)]
q <= q[1:(length(g)-1)]
p <~ pli:(length(p)-1)]
w <- w[1:(length(w)-1)]
while(p[length(p)]1>10728){
q <- ql1:(Qength(q)-1)]
p <- pl[1:(length(p)-1)]
w <- w[l:(length(w)-1)]
b
cdf.right <- numeric(n)
cdf .right [r>10728] <- 1
cdf .right [r<=10"28] <- c(w%*/matrix(p<=rep(r[r<=10-28],
each=length(p)),length(p),))
cdf.left <- c(wh*%matrix(p<=rep(l,each=length(p)),length(p),))

cbind(cdf.left,cdf.right)
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WGsc

function(l, r){
left <- numeric(length(1))
right <- numeric(length(l))
cc <- numeric(length(l))
for(i in 1:length(1)) ccl[i] <- length(r[r <= 1[i]])-

length(1[1 >= r[i]])

CccC

HFsc

function(cdf,rho){

1 <= cdf[,1]

r <- cdf[,2]

if (rho==0){
cc <- numeric(length(1))
cclr==1] <- -(1-1[r==11)*log(1-1[r==11)/(1-1[r==11)
cclr<1] <- ((1-r[r<1])*log(1-r[r<1])-(1-1[r<1])*log(1-1[r<1]))/
(rlr<1]-1[r<1])

}

else{
cc <= ((1-r)~(rho+1)-(1-1)"(rho+1))/(rhox(r-1))+(1/rho)

CccC
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DiMsc

function(l,r,svf){
n <- length(1)
q <- c(t(svE$fits[[111[,2]1))
p <- c(t(svE$fits[[1]1][,11))
w <- c(t(svi$fits[[1]1]1[,3]1))
pl[1:(length(q)-1)] <- p[2:length(qg)]
wll:(length(q)-1)] <- w[l:(length(q)-1)]-w[2:length(q)]
q <- ql1:(length(q)-1)]
p <- pll: (length(p)-1)]
w <- w[l:(length(w)-1)]
while(p[length(p)]1>10728){
q <- ql1:(length(q)-1)]
p <- pl1:(length(p)-1)]
w <- w[1l:(length(w)-1)]
b
cdf.right <- numeric(n)
cdf .right[r>10-28] <- 1
cdf .right [r<=10"28] <- c(wi*)matrix(p<=rep(r[r<=10-28],
each=length(p)),length(p),))
cdf.left <- c(wl%*%matrix(p<=rep(l,each=length(p)),length(p),))
m <- (1-sum(w))*max (1)+sum(p*w)
m.right <- numeric(n)
m.right [r>10728] <- m
m.right [r<=10728] <- c((p*w)%*/matrix(p<=rep(r[r<=10728],
each=length(p)),length(p),))
m.left <- c((p*w)%*Ymatrix (p<=rep(l,each=length(p)),length(p),))

mm <- (m.right-m.left)/(cdf.right-cdf.left)
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mm-mean (mm)

w2test

function(cc,z){
L <- sum(cc[z==1])
m <- mean(cc)*length(z[z==1])
v <= ((length(z[z==0])*length(z[z==1]))/length(z))*var(cc)
list(c("The L statistic"),L,c("The permutation mean"),m,c("The

permutation variance"),v,c("The standardized value"), (L-m)/sqrt(v))

wktest

function(cc,z){
zz <- matrix(data=NA,length(z) ,max(z))
for(i in 1:max(z)) zz[,i] <- (z==i)/sqrt(length(z[z==i]))
L <= t(cc)l*lhzz
m <- t(length(z)*mean(cc)*colMeans(zz))
v <= var(cc)*((t(zz)%*%zz)-length(z) * (t (t (colMeans (zz))) %*%
t(colMeans(zz))))
W <= c((L-m)%*%ginverse (v) %*%t (L-m))
list(c("The L statistic"),L,c("The permutation mean"),m,c("The

permutation variance"),v,c("The Mahalanobis distance"),W)
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C Sums in the permutational variance of the Jon-

ckheere’s test

k k
. . S T S T
In the JK statistic b;; = E Ozl( ) 045- ) — E ag ) a§ ) , thus
r,s=1 r,s=1
r<s r>s
2
n n n k n k
2 _ (s) (7") _ (s) (r) (s)
S| Y alal - Y alal| = 3 Yol a4 3 Yol
1,j=1 i,j=1]r,s=1 r,s=1 i,j=1r,s=1 i,j=1r,s=1
r<s r>s r<s r>s
k k k k k
= E Ng Ny + E Ng Ny = E Ng Ny — E nsnr:nz—g nf
rs=1 r,s = r,s=1 r,s=1 r=1
r<s r>s r=s
For the other sum in the permutational variance, we derive
n n k
§ : _ § : E : (T) (5) o)
bij1 bijg = «; Q; ]1 Oé OC
,31,72=1 t,j1,J2=1|rs=1 T8 = s =1 rs=1
r<s r>s 7“ <s r>s
n k n k
_ } : § : (s) (r1) (r2) } : § : (s) (r1) (r2)
0,J1,J2=1 r1,72,8 =1 4,J1,52=1 7‘17 2,8 =1
ry,re < 8 2 <s<r

n k

n k
LY e 33 al el el

i,J1,j2=1 r1,ra,s =1 4,J1,j2=1 r1,r2,s =1
rE<s<ry r1,72 > S

k k k k
E (R P E NNy Ny — E NNy Ny + E NNy Ny

r1,r2,s =1 r1,7r2,8 =1 r1,72,8 =1 r1,72,8 =1
r1,re < 8 ro <s<ri ry <s<re T1,T2 > S

Now, we split the following sums,

k k k k
E NNy Moy = E NNy Ny + E NNy Ny + § Ny Ny

ri,re,s =1 ri,re,s =1 ri,re,s =1 ry,re,s =1
r1,r2 < S rE<re<s ro <ry <s rr=r9<s

k k k k
E NNy Ny = E NNy Ny + E NNy Ny + § Ny Ny

ri,ro,s =1 ri,re,s =1 ri,re,s =1 ry,re,s =1
T1,72 > S s<ry <rg s<rog < 1o s<ry =12
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and we use the following property of symmetry,

k k k k
E NNy, Moy = E NNy My = g NNy, Ny = g MMy Ty

ry,r2,s =1 r1,r2, s =1 r1,r2, s =1 r1,7r2,8 =1
r<rzg<s r2 <11 <8 ry <s<rg ro <s<ri
k k
= E NNy Ny = E UZZERLIZN
r,re,s =1 ri,re,s=1
s<ry <re s<rog<nry
to obtain

n k k k
E bij, bij, = 2 - E NNy Ny + E NNy Ny + E Mg My Ny -

4,71,j2=1 ry,re,s =1 ri,re,s =1 ry,re,s =1
rE<re<s rr=ro<s s<ry =rg

Finally, since

k k k k k
E nsnrlnm:ﬂg nsnhnrz—i—?)-g nsnrlnm+3~§ nsnhnw—i—g NNy Ny s

ri,rg,s=1 ri,re,s =1 ry,re,s =1 ri,ro,s =1 ri,re,s =1
rp <re<s rr=7r2<S$8 s<ry =rg rL=7T2=3S8

it follows that

n k k
1 1] 5 N
E bij, bij, = 3 E NgMpy Ny — E NNy Ny | = 3 n’ — E n,

i,J1,52=1 r1,72,5=1 ri,rz,s =1 r=1
ry=ro=s
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D Permutational distribution of the Abel’s test

Proposition D.1. The statistic L‘fi?s_l;s 15 equivalent to a Kendall’s correlation coef-

ficient,
WG 1 ¢
Ll,...,s—l;s = 5 Z Qi bij
ij=1
s—1 s—1
where a; = Buweli,j) and by =a’ Yy af’ —af? Y al”.
r=1 r=1
Proof:

Since the necessary antisymmetric properties of a Kendall’s correlation coefficient hold,
a;; = —aj; and b;; = —b;;, we only need to show the equivalence of both expressions. We
use the antisymmetric property of the functional ®y4 and a rearrangement of indices

to proof this result:

n n s—1 s—1
> oty = 3 ot ) o S ol Sl
r=1

i,j=1 i,j=1 r=1
n s—1 n s—1
=Sl (S Yot 35 (St et
ij=1 r=1 ij=1 \r=1
n s—1 n s—1
3 (2 agﬂ) b)) + 3 ( agﬂ) o B
ij=1 r=1 ij=1 \r=1
n s—1
=2 Z ol (Z Ozy)> Pwal(i,j)
ij=1 r=1

Proposition D.2. Under the null hypothesis, the permutational distribution of the

statistic Lyf’js_l;s 18 asymptotically normal with zero mean and variance given by
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2
sflnr Ns s _
VLY, ) = ey Z Zq)WG " ]
=1 [j=1
STing) ns (n=525_, nr - AN
+ (Zr_ln (;_1)((11_22:)_1 ) Z [@wel(i, 7))
ij=1

Proof:

The permutational distribution of the L¥€5—1;s statistic coincides with the distribution

of a Kendall’s correlation coefficient and, consequently, is asymptotically normal with
zero mean and variance given by
n n n n
wa 1 2 2
V(L 1) = s oD [ > agag, - Y %-] [ > bibig, — Y bz’j]
i,1,J2=1 ,5=1 ,31,J2=1 t,j=1

2

n
(20 =1 by bigy =220 =1 b E : L o
= n(n—1)(n—2) KA

+ 5D [Z a?j] [Z bi;

t,j=1 t,j=1 4,J1,52=1
n
+ nZz] 1 z] 222]1 ,jo= 1bU1b7432 a2
2n(n—1)(n—2) : : (4]
2,7=1

Since a;; = Pwe(i,7) , it immediately follows that

;L' jo= blb?_Zz 7, -
VILE o) = ( BT > ) Z‘I)WG " ]
J=1

=1

n

nS " b2 no b bis L.
(et ) S [l

ij=1

Now, we do some algebraic manipulation and we obtain
n n s—1 s— 2
2 _ (s) (r) (s) | _ (s) ()
SUED | M55 wUSERED S IS OIUSD SIVEED SIUuD s
7,7=1 i,7=1 r=1 r=1 2,j=1 i,j=1

n

_Zzas)a —1—2 a(Toz —2nsan
7=1

r=1¢,j=1 r=1 1,
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and

n n s—1 s—1 s—1 s—1

_ (s) (r) (s) (r) () (r) (s) ()
S bt [ 3oy - ofy ool S ol 3o
1,J1,J2=1 i,j1,j2=1 r=1 r=1 r=1 r=1

n —1 n
o (r (r
= Z Vot Y. Za o) o)
4,J1,J2=1r1,r2= %,J1,j2=1 r=1

s—1 2 s—1 s—1 s
= Ny (Z nT> + ni Z n, = Ng (Z nr> (Z nr)
r=1 r=1 r=1 r=1

We complete the proof replacing these results in the permutational variance given in

the previous equation.

Proposition D.3. The Llf,/.?sq;s statistics are uncorrelated with the permutational dis-

tribution.

Proof:
The mean value of two Kendall’s correlation coefficients product is given by

S e = 3 ol ] [z KD~ 3 B

E(rWr@) =

i,J1,J2=1 4,j=1 4,J1,52=1 4,j=1
2 1 2 1) (2)
Ry ey [Z Qjj Qi ] [Z bij bij ]
ij=1 ij=1
In the particular case when 7(1) = LWGS1 1.5, and 72 = LWGS2 Ls, With s1 < s, we

prove the result showing that

i PR — Z [ s1>slzla §S1>€§agr>] , [a§32>s§a§r> _a§s2>szz_lagr> 0
r=1 r=1 r=1

ij=1 ij=1
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and
n s1—1 s1—1 sa—1 so—1
(51) (r) (s1) (r) (52) (ry _ 82 ()
Z bl]l wz - Z E :Oé -y E E aj, E Q;
5,J1,52=1 4,J1,J2=1 r=1 r=1
s1—1 n s1—1
(82 § : (r) § : (s1)  (s2) E : (r) _
Z a @y + Qg Qg Q; = 0
,J1,j2=1 r=1 ,51,j2=1 r=1

Corollary D.4. As a sum of the permutational variances of the LY'% .  statistics,

the permutational variance of the JA test statistic is given by

n3_3n2_ n3 n2
vion - Zobegzes 3 (3 auetia|

=1 [j=1

n342 3-_3n>k_ - .12
IR I N By, )

3,j=1

Proof:
To prove this result it is enough to show that:
k s—1 s 1 k k
N T, n,—2| == |n®=3n%— ni—l—S nf

and

k k
n® +2 E n3 —3n E n?
r=1 r=1

These equalities follow from the same sum arguments given in Appendix C.
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E S—Plus functions for the Jonckeere—type tests

JK

function(cdf,z,rho,nblock=25){
1 <= cdf[,1]
r <- cdf[,2]
n <- length(1)
nn <- ceiling(n/nblock)
aux3 <- numeric(n)
jk <= 0
varl <- 0
var2 <- 0
for(i in 1:nn) {
nl <- nblock*(i-1)+1
n2 <- ifelse(i<nn,nblock*i,n)
n3 <- ifelse(i<nn,nblock,n2-n1+1)
n4 <- n-nl+1
if (rho==0){
auxl <- pmax(matrix(1l[n1:n2],n3,n4) ,matrix(r[nl:n],n3,n4,
byrow=T) )
aux2 <- pmax(matrix(l[n1:n2],n3,n4) ,matrix(1[nl:n],n3,n4,
byrow=T) )
auxl[auxl==1] <- 0
auxl[aux1!=0] <- ((1-auxl[aux1!=0])*log(l-auxl[aux1!=0]))/
aux1 [aux1!=0]
aux2[aux2!=0] <- ((1-aux2[aux2!=0])*log(l-aux2[aux2!=0]))/
aux?2 [aux2!=0]
phi <- 1[nl1:n2]*(auxl-aux2)

auxl <- pmax(matrix(1l[nl:n],n3,n4,byrow=T) ,matrix(r[nl:n2],
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n3,n4))

aux2 <- pmax(matrix(l[nl:n],n3,n4,byrow=T) ,matrix(1[nl1:n2],

n3,n4))
auxl [aux1==1]
auxl[aux1!=0]

auxl [aux1!=0]

aux2 [aux2!=0]

aux?2[aux2!=0]

<=0
<- ((1-auxl[aux1!=0])*log(l-auxl[aux1!=0]))/

<- ((1-aux2[aux2!=0])*log(l-aux2[aux2!=0]))/

phi <- phi-t(1[n1l:n]*t(auxl-aux2))

auxl <- pmax(matrix(r[nl:n],n3,n4,byrow=T) ,matrix(r[n1:n2],

n3,n4))

aux?2 <- pmax(matrix(r[nl:n],n3,n4,byrow=T) ,matrix(1[nl:n2],

n3,n4))

aux1[aux1==1]
aux1[aux1!=0]
aux1[aux1!=0]
aux?2 [aux2==1]
aux?2[aux2!=0]

aux2[aux2!=0]

<- 0
<- ((1-aux1[aux1!=0])*log(l-auxl[aux1!=0]))/

<=0
<- ((1-aux2[aux2!=0])*log(1l-aux2[aux2!=0]))/

phi <- phi+t(r[nl:n]*t(auxl-aux2))

auxl <- pmax(matrix(r[nl:n2],n3,n4) ,matrix(r[nl:n],n3,n4,

byrow=T) )

aux2 <- pmax(matrix(r[nl:n2],n3,n4) ,matrix(1[nl:n],n3,n4,

byrow=T) )

aux1 [aux1==1]
aux1[aux1!=0]
aux1[aux1!=0]
aux?2[aux2==1]

aux2[aux2!=0]

<=0
<- ((1-auxl[aux1!=0])*log(l-auxl[auxl1!=0]))/

<=0
<- ((1-aux2[aux2!=0])*log(l-aux2[aux2!=0]))/
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aux2 [aux2!=0]
phi <- phi-r[nl:n2]*(auxl-aux2)

}

elseq{
auxl <- pmax(matrix(1l[nl1:n2],n3,n4),matrix(r[nl:n],n3,n4,
byrow=T) )
aux?2 <- pmax(matrix(1l[n1:n2],n3,n4) ,matrix(1[nl:n],n3,n4,
byrow=T) )
aux1[aux1!=0] <- ((1-auxi[aux1!=0])"(rho+1)-
(1-aux1[aux1!=0]))/(rho*auxl [aux1!=0])
aux2[aux2!=0] <- ((1-aux2[aux2!=0])" (rho+1)-
(1-aux2[aux2!=0]))/(rho*aux2 [aux2!=0])
phi <- 1[nl1:n2]*(auxl-aux2)
auxl <- pmax(matrix(1l[nl:n],n3,n4,byrow=T) ,matrix(r[nl:n2],
n3,n4))
aux2 <- pmax(matrix(1l[nl:n],n3,n4,byrow=T) ,matrix(1[nl1:n2],
n3,n4))
aux1[aux1!=0] <- ((1-auxl[aux1!=0])" (rho+1)-
(1-aux1[aux1!=0]))/(rho*auxl [aux1!=0])
aux2[aux2!=0] <- ((1-aux2[aux2!=0]) " (rho+1)-
(1-aux2[aux2!=01) )/ (rho*aux2[aux2!=0])
phi <- phi-t(1[nl:n]*t(auxl-aux2))
auxl <- pmax(matrix(r[nl:n],n3,n4,byrow=T) ,matrix(r[n1:n2],
n3,n4))
aux2 <- pmax(matrix(r[nl:n],n3,n4,byrow=T) ,matrix(1l[nl:n2],
n3,n4))
auxl[aux1!=0] <- ((1-auxl[aux1!=0]) " (rho+1)-
(1-aux1[aux1!=0]))/(rho*aux1 [aux1!=0])
aux2[aux2!=0] <- ((1-aux2[aux2!'=0]) " (rho+1)-
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(1-aux2[aux2!=01) )/ (rho*aux2[aux2!=0])
phi <- phi+t(r[nl:n]*t(auxl-aux2))
auxl <- pmax(matrix(r[nl:n2],n3,n4) ,matrix(r[nl:n],n3,nd,
byrow=T) )
aux?2 <- pmax(matrix(r[nl:n2],n3,n4) ,matrix(1[nl:n],n3,nd,
byrow=T) )
auxi[aux1!=0] <- ((1-auxl[aux1'=0])"(rho+1)-
(1-aux1[aux1!=0]))/(rho*auxl [aux1!=0])
aux2[aux2!=0] <- ((1-aux2[aux2!=0])"(rho+1)-
(1-aux2[aux2!=0]))/(rho*aux2 [aux2!=0])
phi <- phi-r[nl:n2]*(auxl-aux2)
}
phi <- phi/((r[n1:n2]-1[n1:n2])%*%t(r[nl:n]-1[nl1:n]))
jk <- jk+sum(phi*sign(z[n1:n2]*(1-lower.tri(phi))-t(z[nl:n]*
t(1-lower.tri(phi)))))
varl <- varl+sum((aux3[nl:n2]+rowSums(phi))~2)
var2 <- var2+sum((phi*(1-lower.tri(phi)))"~2)
if ((n2!'=n)&(nblock!=1)) aux3[(n2+1):n] <- aux3[(n2+1):n]-
colSums (phil[, (nblock+1) :n4])
if ((n2!'=n)&(nblock==1)) aux3[(n2+1):n] <- aux3[(n2+1):n]-
c(phil, (nblock+1) :n4])
}
ngroup <- c(table(z))
auxl <- n~2-3*n-(sum((ngroup~3-3*ngroup~2)/n))
varl <- (auxlxvarl)/(3*(n-1)*(n-2))
aux2 <- n"2+2x(sum(ngroup~3/n))-3*(sum(ngroup~2))
var2 <- (aux2xvar2)/(3*(n-1)*(n-2))

jk/sqrt (vari+var?2)
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Ltrend

function(cc,z){
L <- sum(cc*z)
m <- length(z)*mean(cc)*mean(z)
v <- (length(z)-1)*var(cc)*var(z)

(L-m) /sqrt (v)

J1boot

function(l,r,z,rho){
n <- length(z)
k <- max(z)
npair <- choose(k,2)
aux <- matrix(0,k,k)
a <- rep(z,npair)
b <- c(t(row(aux)*(1l-lower.tri(aux,diag=T))))
b <= b[b!=0]
b <- rep(b,each=n)
¢ <= c(t(col(aux)*(1-lower.tri(aux,diag=T))))
c <= clc!=0]
¢ <- rep(c,each=n)
zcontrol <- numeric(n*npair)
zcontrol[a==b] <- 1
zcontrol [a==c] <- 2
zl <- rep(l,npair) [zcontrol!=0]
zr <- rep(r,npair) [zcontrol!=0]
zz <- rep(l:npair,each=n) [zcontrol!=0]

j1 <=0
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for(i in 1:npair) {
zzl <- zl[zz==i]
zzr <- zr[zz==i]
svf <- kaplanMeier(censor(zzl,zzr,rep(3,length(zzl)))"1,
data.frame(zzl,zzr,rep(3,length(zzl))),se.fit=F,
conf.interval="none"
j1 <= jil+c((zcontrol[zcontrol!=0] [zz==i]-1) %x*%
HFsc(cdfdata(zzl,zzr,svf),rho))
}

j1

J2boot

function(l,r,z,rho){
n <- length(z)
npair <- max(z)-1
a <- rep(z,npair)
b <- rep((l+npair):2,each=n)
zcontrol <- numeric(n*npair)
zcontrol[a<b] <- 1
zcontrol [a==b] <- 2
z1l <- rep(l,npair) [zcontrol!=0]
zr <- rep(r,npair) [zcontrol!=0]
zz <- rep(l:npair,each=n) [zcontrol!=0]
j2 <= 0
for(i in 1:npair) {

zzl <- zl[zz==i]

zzr <- zrlzz==1i]
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svf <- kaplanMeier(censor(zzl,zzr,rep(3,length(zz1)))"1,
data.frame(zzl,zzr,rep(3,length(zzl))),se.fit=F,
conf.interval="none")

j2 <= j2+c((zcontrol[zcontrol!=0] [zz==i]-1) %*%
HFsc(cdfdata(zzl,zzr,svf) ,rho))

+
j2

J3boot

function(l,r,z,rho){
n <- length(z)
npair <- max(z)-1
a <- rep(z,npair)
b <- rep(l:npair,each=n)
zcontrol <- numeric(n*npair)
zcontrol[a==b] <- 1
zcontrol[a>b] <- 2
z1l <- rep(l,npair) [zcontrol!=0]
zr <- rep(r,npair) [zcontrol!=0]
zz <- b[zcontrol!=0]
j3 <= 0
for(i in 1:npair) {
zz]l <- zl[zz==i]
zzr <- zr[zz==i]
code <-rep(3,length(zl[zz==1]))
svf<- kaplanMeier(censor(zzl,zzr,code) "1,

data=data.frame(zzl,zzr,code) ,se.fit=F,



E S—Plus functions for the Jonckeere—type tests 135

conf.interval="none")
j3 <= j3+c((zcontrol[zcontrol!=0] [zz==i]-1) %x*%
HFsc(cdfdata(zzl,zzr,svf),rho))

}
j3

JA

function(l,r,z,nblock=25){
n <- length(1)
nn <- ceiling(n/nblock)

aux3 <- numeric(n)

ja <=0
varl <- 0
var2 <- 0

for(i in 1:nn) {
nl <- nblock*(i-1)+1
n2 <- ifelse(i<nn,nblock*i,n)
n3 <- ifelse(i<nn,nblock,n2-ni1+1)
n4 <- n-nl+l
phi <- (matrix(1[n1:n2],n3,n4)>=matrix(r[nl:n],n3,n4,byrow=T))-
(matrix(r[nl:n2],n3,n4)<=matrix(1l[nl:n],n3,n4,byrow=T))
ja <- jat+sum(phix*sign(z[nl:n2]*(1-lower.tri(phi))-
t(z[nl:n]l*t(1l-lower.tri(phi)))))
varl <- varl+sum((aux3[nl:n2]+rowSums(phi))~2)
var2 <- var2+sum((phix(1-lower.tri(phi)))~2)
if ((n2'=n)&(nblock!=1)) aux3[(n2+1):n] <- aux3[(n2+1):n]-
colSums (phi[, (nblock+1) :n4])

if ((n2'!'=n)&(nblock==1)) aux3[(n2+1):n] <- aux3[(n2+1):n]-
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c(phil[, (nblock+1) :n4])
+
ngroup <- c(table(z))
auxl <- n~2-3*n-(sum((ngroup~3-3*ngroup~2)/n))
varl <- (auxlxvarl)/(3*(n-1)*(n-2))
aux2 <- n~2+2*x(sum(ngroup~3/n))-3*(sum(ngroup~2))
var2 <- (aux2xvar2)/(3*(n-1)*(n-2))

ja/sqrt(vari+var?2)

JA2

function(l,r,z){

n <- length(z)

npair <- max(z)-1

a <- rep(z,npair)

b <- rep((l+npair):2,each=n)

zcontrol <- numeric(n*npair)

zcontrol[a<b] <- 1

zcontrol [a==b] <- 2

z1l <- rep(l,npair) [zcontrol!=0]

zr <- rep(r,npair) [zcontrol!=0]

zz <- rep(l:npair,each=n) [zcontrol!=0]

ja2 <= 0

var2 <- 0

for(i in 1:npair) {
cc <- WGsc(zl[zz==1i],zr[zz==1i])
zaux <- zcontrol[zcontrol!=0] [zz==i]-1

ja2 <- ja2 + sum(cc*zaux)
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var2 <- var2 + ((length(zaux[zaux==0])x
length(zaux [zaux==1]))/length(zaux))*var(cc)

}
ja2/sqrt(var2)

JKDiM

function(cc,z){
ngroup <- c(table(z))
k <- max(z) zz <- c(0,cumsum(ngroup[1:(k-1)1))-
(c(0, cumsum(ngroup[k:2]1)) [k:1])
zz <- zz[z]
L <- sum(cc*zz)
m <- length(z)*mean(cc)*mean(zz)

v <= ((length(z) "3-sum(ngroup~3))/3)*var(cc) (L-m)/sqrt(v)
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F Simplification of the Weighted Mann—Whitney

functional

When

By (F.G) = [ QG - [ QUPIGH)

and

_ (W) = (W (1)
; -

W(t)

Q(t) W)

we derive the following simplifications for the comparison between empirical distribution

estimates W and W7,

(I)WMW(WZa W]) =

_ [ owirwaii - [ awiwmaii

0 0

 Jiegntyy QOOVEO = WDV 0,00 QO ()
(Wr) — W) (Wiry) - W) Wr) — W)

(2

. f[li,m}ﬂ[ljﬁ] Q<t)(W(t> B W(l;))dW(t) _ f(nﬂrw)ﬂ[ljﬂ“j] Q(t)dW(t)

(W(ri) = W)W (r;) = W(i7)) W(r;) = W(57)

2

 Jiegntyy QOOVE) = WDV i QO )

(W (rs) = W) (W (ry) = W(17)) W(ri) = W(;)

N f(ﬁ#oo)ﬂ [L;,75] Q(t)dW(t)
W(Tj) - W(l]‘)

Sty o QOUVED) = WDV i, 00 OV

(W (rs) = W) (W (ry) = W (1)) W) = W(i;)

(2

im0 QOUVE) = WAV g, QDT

(W (rs) = W) (W (ry) = W(17)) Wi(r;) = W)

(2
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_ Jwrinireo QU)W () = W(I7))dW (t)
awm—W@mewﬂmn>

St QOO () = WAV E) [y g QO ()

(W (rs) = W) (W (ry) = W(17)) W) = W(57)
_ (W) = W))W (e v 1) = (W (I v 1)
(W (rs) = W) (W (ry) = W(17))

WD) GO (V) = 1 (WL Y 7))
(Wro) = W) (W) = W)

(W(rs) = W) (W (r; V1)) = v(W (L v 14))
(W (r;) = W) (W (ry) = W(17))

W) VTV ) =AWV )]
W) = WD) HW (ry) — W(I7)}

[7 Wl v o) W(lvl))]
{WT) ()HW()‘WGB

W(ry) [7V (s v ) = 4 0W (5 v 1)
{W(r) = WE)HW (ry) = W(I;)}

+

W) [y (s v ) =W (s v )]
W (o) = WO HW () = W)
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G Simulation stuff

G.1 S-—plus function for generating data

gendata

function(n,local,scale,rho,p){
if (rho==0) t <- rweibull(n,1/scale,exp(local))
else t <- exp(local)*((((1-runif(n,0,1)) -rho)-1)/rho) “scale
t[t>=10] <- 10
t[t<10] <- ceiling(t[t<10])
delta <- matrix(c(rbinom(9*n,1,p),rep(1,n)),n,10)
insp <- col(delta)>=t
right<- row(t(delta)) [t(pmin(delta,insp)*t (cumsum(t(pmin(delta,insp))))
==c (1, 1+cumsum(rowSums (pmin(delta, insp))) [1:(n-1)]1))]
delta <- cbind(rep(1,n),deltal,1:9])
insp <- col(delta)<=t
left <- (row(t(delta)) [t(pmin(delta,insp)*t(cumsum(t(pmin(delta,insp))))
==cumsum (rowSums (pmin(delta,insp))))])-1

cbind(left,right)
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G.2 Tables of means and medians of the lifetimes models

/ (A, p) 0 | Mean Mean Median Medizm
of T* of T of T* of T

1.6 4.95 4.74 3.43 4

(1,0) | 1.85| 6.36 545 441 5

2.1 8.17  6.13 5.66 6

1.25 | 489 4.42 3.03 4

(0.75,0.5) | 1 6.28  5.13 3.89 4

1.75 | 806 5.86 5.00 )

0.9 4.87  3.92 2.46 3

(0.6,1) 1.15 | 6.26 4.58 3.16 4

1.4 8.04  5.30 4.06 )

0.5 4.90  3.30 1.82 2

(0.5,1.5) | 0.75| 6.30  3.87 2.34 3
k 1 8.09 4.51 3.00 4 /

/ (A p) 0 | Mean Mean Median Mediem
of T* of T of T* of T
1.65 | 5.21  4.88 3.61 4
(1,0) | 1.8 | 605 531  4.19 5
1.95| 7.03 5.72 4.87 5
2.1 8.17 6.13 5.66 6
1.3 5.14 4.55 3.19 4
(0.75,0.5) | 1.45 | 597  4.98 3.70 4
1.6 6.94 5.42 4.30 5
1.75 | 806 5.86 5.00 5
0.95| 5.12 4.05 2.59 3
(0.6,1) 1.1 595 445 3.00 4
1.25 | 6.92 4.87 3.49 4
1.4 8.04 5.30 4.06 5
0.55 | 5.16 3.41 1.91 2
(0.5,1.5) | 0.7 599 3.75 2.22 3
0.85| 6.96 4.12 2.58 3
K 1 8.09 451 3.00 4 /
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G.3 Survival functions of the lifetimes models

(A, p) = (0.75,0.5)

Sunival pobabilfes

Sunival probabiiies
Survival probabilties
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G.4 S-plus function for performing the simulation study

simu

function(){
seed <- as.numeric(readline("Initial seed for the simulation? "))
set.seed(seed) M <- as.numeric(readline("Number of
replications? "))
k <- as.numeric(readline("Number of groups? "))
kn <- numeric(k) for (i in 1:k)
kn[i] <- as.numeric(readline(paste("Number of observations
in group",i,"? ")))
local <- numeric(k) for (i in 1:k)
local[i] <- as.numeric(readline(paste("Location parameter in
the accelerated failure time model for group",i,"? ")))
scale <- as.numeric(readline("Scale parameter in the
accelerated failure time model? "))
rho <- as.numeric(readline("Parameter in the
Harrington&Fleming distribution of the error? "))
p <- as.numeric(readline("Percentage of attendance to the
scheduled visits? "))
dput (1ist(seed,M,k,kn,local,scale,rho,p),"input")
n <- sum(kn)
code <-rep(3,n)
data <- array(0,c(2,n,M))
auxl <- cumsum(c(1,kn[1:(k-1)]1))
aux2 <- cumsum(kn) z <- numeric(n)
for (i in 1:k){

datal[,aux1[i] :aux2[i],] <- array(t(

gendata(M*kn[i] ,local[i],scale,rho,p)),c(2,kn[i] ,M))
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zlaux1[i] :aux2[i]] <- i

+
pvalue0 <- 0

pvaluel <- 0
pvalue2 <- 0
pvalued <- 0

rho.boot <<- rho

pvalued <-
pvalueb <-
pvalue6 <-
pvalue7 <-

pvalue8 <-

o O O O o o

pvalue9 <-

pvaluelO <- 0

pvaluell <= 0

pvaluel2 <- 0

pvaluel3d <- 0

for (i in 1:M){
1 <- datall,,1i]
r <- datal2,,i]
svf<- kaplanMeier(censor(l,r,code)”1,data=
data.frame(l,r,code),se.fit=F, conf.interval="none"
cdf <- cdfdata(l,r,svf)
pvalue0 <- pvalueO+(pnorm(JK(cdf,z,0),0,1)>0.95)
pvaluel <- pvaluel+(pnorm(JK(cdf,z,0.5),0,1)>0.95)
pvalue2 <- pvalue2+(pnorm(JK(cdf,z,1),0,1)>0.95)
pvalue3 <- pvalue3+(pnorm(JK(cdf,z,1.5),0,1)>0.95)
left.boot <<- datall,,i]

right.boot <<- datal[2,,i]
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seedb <- .Random.seed

bootl <- bootstrap(z,Jiboot(left.boot,right.boot,z,rho.boot),
sampler=samp.permute,block.size=1000)
pvalue4 <- pvalued+(mean(bootl$replicates>=bootl$observed)

<0.05)

boot2 <- bootstrap(z,J2boot(left.boot,right.boot,z,rho.boot),
sampler=samp.permute,seed=seedb,block.size=1000)
pvalueb <- pvalueb+(mean(boot2$replicates>=boot2$observed)

<0.05)

boot3 <- bootstrap(z,J3boot(left.boot,right.boot,z,rho.boot),
sampler=samp.permute, seed=seedb,block.size=1000)
pvalue6 <- pvalue6+(mean(boot3$replicates>=boot3$observed)
<0.05)
pvalue7 <- pvalue7+(pnorm(Ltrend(HFsc(cdf,0),z),0,1)>0.95)
pvalue8 <- pvalue8+(pnorm(Ltrend(HFsc(cdf,0.5),z),0,1)>0.95)
pvalue9 <- pvalue9+(pnorm(Ltrend(HFsc(cdf,1),z),0,1)>0.95)
pvaluel0 <- pvaluelO+(pnorm(Ltrend(HFsc(cdf,1.5),z),0,1)>0.95)
pvaluell <- pvaluell+(pnorm(JKDiM(DiMsc(l,r,svf),z),0,1)>0.95)
pvaluel2 <- pvaluel2+(pnorm(JA(1l,r,z),0,1)>0.95)
pvaluel3 <- pvaluel3+(pnorm(JA2(1,r,z),0,1)>0.95)
print (i)

}

rm(left.boot)

rm(right.boot)

rm(rho.boot)

dput (c("JKO:",pvalue0/M,"JKO.5:" ,pvaluel/M,"JK1:" ,pvalue2/M,
"JK1.5:",pvalue3/M,"Jiboot:" ,pvalue4/M, "J2boot:" ,pvalue5/M,

"J3boot:",pvalue6/M,"LO:" ,pvalue7/M,"L0.5:" ,pvalue8/M,
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"L1i:",pvalue9/M,"L1.5:" ,pvaluel0/M,"JKDiM: " ,pvaluell/M,
"JA:",pvaluel2/M,"JA2:" ,pvaluel3/M), "output")
c(pvalueO,pvaluel,pvalue2,pvalue3,pvalued,pvalueb,pvalueb,

pvalue7,pvalue8,pvalue9,pvaluelO,pvaluell,pvaluel2,pvaluel3d)/M
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H Tables of simulation results

H.1 Percentage of rejection under ordered alternatives

(A p) = (1,0)

4 (61,0,,05) = (1.6,1.85,2.1) N\
(n1,n9,n3) Seed JK° LY .. JP JY JY JKpinr
(50, 50, 50) 1227 | 0.656 0.656 0.66  0.638 0.638 | 0.642

(100, 100,100) 1804 | 0.882 0.886 0.876 0.878 0.856 | 0.854
(50,100, 150) 128 | 0.812 0.816 0.818 0.822 0.796 | 0.776
(150,100,50) 2895 | 0.86 0.884 0.888 0.854 0.876 | 0.838
‘]KO.S Lg’rind ‘]Kl L%rend JA JA2 ‘]Klﬁ Ll}rind

0.656 0.656 | 0.636 0.642 0.644 0.646 | 0.602 0.6

0.872 0.872 [0.84 084 0.842 0.84 |0.818 0.816

0.804 0.818 | 0.778 0.79 0.778 0.778 | 0.75 0.76

0.842 0.864 | 0.83 0.848 0.836 0.838 | 0.8 0.818 j

4 (61, 05,05) = (1.6,2.1,2.1) N\
(n1,n9,n3) Seed JK° L% . JV JY JY JKpinr
(50, 50, 50) 235 0.636 0.636 0.664 0.71 0.518 | 0.618

(100, 100, 100) 279 1 0.88 0.886 0.90 0.936 0.812 | 0.88
‘]KO.E) L?rind ‘]Kl L%rend JA JA2 JKLE) L%rind
0.622 0.626 | 0.6 0.596 0.606 0.606 | 0.584 0.58

QSSS 0.886 | 0.874 0.876 0.874 0.874 | 0.852 0.85 /

e (61, 05,05) = (1.6, 1.6,2.1) N\
(n1,n9,n3)  Seed JK° LY . JP J9 JY JKpin
(50, 50, 50) 1017 | 0.672 0.67  0.646 0.56 0.734 | 0.654

(100, 100,100) 325 | 0.892 0.892 0.882 0.82 0.93 0.888
JKO.5 L?rind JKl L%rend JA JA2 JK1.5 Lz}rind
0.664 0.668 | 0.62 0.622 0.638 0.64 | 0.592 0.586

Q89 0.888 | 0.88 0.874 0.88 0.882 | 0.844 0.84 /
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4 (61,0, 05,0,) = (1.65,1.8,1.95,2.1) I

(n1,mn9,n3,M4) Seed JK° L% . J) JY JY JKpinr
(50, 50, 50, 50) 2575 | 0.642 0.642 0.628 0.61 0.64 |0.644
(100,100, 100,100) 1955 | 0.86  0.858 0.86 0.844 0.84 |0.84
(40, 80, 120, 160) 1109 | 0.786 0.81  0.81 0.794 0.762 | 0.756

(160, 120, 80, 40) 2525 1081  0.828 0.826 0.778 0.814 | 0.774

JKO% 193 JK' LL.. JA  JA2 JK'Y L5

trend trend trend

0.654 0.652 0.632 0.636 0.634 0.634 | 0.602 0.604
0.854 0.854 083 083 0.834 0.834]0.8 0.802
0.78  0.792 0.75 0.774 0.758 0.758 | 0.712 0.734

\0.796 0.814 0.772 0.788 0.768 0.768 | 0.724 0.742 J
a (01,05, 0,0,) = (1.65,2.1,2.1,2.1) N\
(n1,n2,n3,n4) Seed JK° LY . J) JY JY JKpim

(50, 50, 50, 50) 810522 0518 0552 0.632 0.386 | 0.508
(100,100,100,100) 593 | 0.776 0.776 0.788 0.896 0.606 | 0.758

JKO.B Lgrind ’]Kl Ltlrend JA JA2 ’]Klﬁ L%’;’Send

0518 0.52 0516 051 0.506 0.506 | 0.496 0.496
\_ 0768 0772 |0.76 0764 0756 0.754 | 0.746 0.746 J
a (01,05, 05,0,) = (1.65,1.65,1.65,2.1) N\

(n1,n2,n3,M4) Seed JK° LY . J) JY JY JKpim

(50, 50, 50, 50) 2038 | 0.544 0.542 0.486 0.382 0.676 ‘0.508

(100,100, 100,100) 2213 | 0.842 0.84 0.802 0.644 0.902 | 0.792
JKO.E) L?rind JKl Ltl’/‘end JA JAZ ']KLS Ltl{“zsznd
0.526 0.524 0.494 0.496 0.492 0.498 | 0.458 0.458
\ 0.802 0.802 0.778 0.778 0.782 0.784 | 0.744 0.748 /
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(A, p) = (0.75,0.5)

a (61, 0,,05) = (1.25, 1.5, 1.75) N\
(n1,ng,ng) Seed JK*® L5 . Jp° J9O JY° JKpin
(50, 50, 50) 2710.682 0.682 0.686 0.688 0.676 | 0.678

(100, 100, 100) 297 10928 0.926 0926 0.914 0.922 | 0.928
(50,100,150) 1846 | 0.896 0.902 0.892 0.89 0.886 | 0.894
(150,100,50) 2965 | 0.882 0.87  0.866 0.874 0.864 | 0.888
‘]KO L?rend ‘]Kl L%rend JA JA2 JKLE) Ll}rind

0.662 0.66 0.674 0.672 0.682 0.682 | 0.67  0.672

0.912 0.91 0.928 0.926 0.922 0.924 | 0.916 0.914

0.876 0.89 0.894 0.898 0.892 0.892 | 0.872 0.87

Q884 0.878 |0.874 0.88 0.88  0.882|0.858 0.864 /

a (61, 05,05) = (1.25, 1.75,1.75) N\
(n1,ng,n3) Seed JKO5 L95 - g5 JO5 J25 JKpin
(50, 50, 50) 110 | 0.718 0.718 0.728 0.786 0.594 | 0.704

(100,100,100) 1739 | 0.924 0.924 0.928 0.956 0.848 | 0.918
JKO Lgrend JKl Ltlrend JA JA2 JK1.5 L%r?and
0.694 0.696 | 0.726 0.722 0.71 0.71 |0.712 0.714

QQlQ 0.91 0.914 0908 0.912 0.912 | 0.902 0.902 j

: (61,05, 04) = (1.25,1.25,1.75) N\
(n1,ng, ng) Seed JK*® L5 . Jp°  J9O JY° JKpin
(50, 50, 50) 2411 | 0.724  0.726 0.72  0.63 0.786 | 0.738

(100,100,100) 2566 | 0.938 0.938 0.934 0.87 0.96 | 0.932
']KO Lg’r‘end JKl Ltl’rend JA JA2 JK1.5 L%rind
0.732 0.732 | 0.704 0.708 0.72  0.722 | 0.662 0.668

Q936 0934 0924 0926 0934 0.934 |0.918 0.916 J
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(61, 65,05,04) = (1.3,1.45,1.6,1.75)

(n1,ng,n3,ny4) Seed JK%5 L23 . Y5 JIb J9P JK pins
(50, 50, 50, 50) 174 1 0.696 0.692 0.69 0.68 0.652 | 0.678
(100, 100, 100, 100) 1550 | 0.902 0.904 0.902 0.884 0.884 | 0.906
(40, 80, 120, 160) 2658 | 0.84 0.846 0.844 0.834 0.826 | 0.846
(160, 120, 80, 40) 93 1 0.826 0.842 0.828 0.788 0.828 | 0.826
']KO L?’rend ‘]Kl L%’rend JA ‘]A2 ‘]Klﬁ L%’rind
0.678 0.672 0.686 0.69 0.682 0.686 | 0.674 0.676
0.892 0.892 0.892 0.894 0.9 0.9 0.882 0.882
0.842 0.85 0.826 0.832 0.836 0.84 | 0.806 0.808
\0.804 0.834 0.818 0.826 0.822 0.828 | 0.796 0.812 J
4 (01,05, 0,0,) = (1.3,1.75,1.75, 1.75) N\
(n1,ng,n3,ny) Seed JK%° LY> . Y5 JI3® J9P JKpim
(50, 50, 50, 50) 1430 | 0.566  0.57 0.59 0.678 0.434 | 0.566
(100, 100,100,100) 2287 | 0.864 0.868 0.876 0.94 0.73 0.874
JKO L?rend JKl L%rend JA JA2 JK1.5 Ltlrind
0.554 0.556 0.572 0.578 0.572 0.572 | 0.558 0.554
k 0.848 0.848 0.878 0.878 0.88 0.878 | 0.872 0.872 /
4 (01, 05,04,0,) = (1.3,1.3,1.3,1.75) N\
(n1,ng,n3,ny) Seed JK%° LY . Y5 J3® J9P JKpim
(50, 50, 50, 50) 1655 | 0.63 0.634 0.604 0.468 0.718 | 0.634
(100, 100,100,100) 2172 | 0.84 0.84 0.828 0.674 0.946 | 0.84
JKO L?rend JKl L%rend JA JA2 JKLB Ltlrind
0.636 0.634 0.604 0.602 0.606 0.612 | 0.572 0.572
0.824 0.826 0.838 0.842 | 0.798 0.794 /

k 0.832 0.834
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(A p) =(0.6,1)

-

(91, 92, 93) = (09, 115, 14)

(n1,ng,ng) Seed JK' L} _. J} J3 J3 JKpim
(50,50, 50) 2276 | 0.736  0.742 0.73 0.724 0.738 | 0.724
(100,100,100) 2634 | 0.94 0.94 0.946 0.938 0.922 | 0.926
(50, 100, 150) 1870 | 0.872 0.872 0.868 0.86 0.852 | 0.846
(150, 100, 50) 1993 | 0.888 0.888 0.884 0.872 0.878 | 0.854
‘]KO L?rend JKO.E) Lgrind ‘]A JA2 JKLE) L%rind
0.692 0.694 | 0.74 0.742 | 0.738 0.74 | 0.736 0.724
0912 0.912 ]0.932 0.932 [ 0.946 0.946 | 0.94 0.936
0.81 0.808 | 0.846 0.852 | 0.856 0.856 | 0.874 0.878
Q838 0.846 | 0.872 0.884 | 0.878 0.878 | 0.886  0.894 j
4 (01,05, 05) = (0.9,1.4,1.4) \
(nl,ng,n3) Seed JKl L%rend Jll J21 ng JKDzM
(50, 50, 50) 428 | 0.746 0.74 0.746 0.798 0.634 | 0.722
(100, 100, 100) 869 | 0.928 0.93 0.926 0.966 0.828 | 0.914
JKO L?Tend JKO.5 Ll(f)rind JA JA2 JKLB Lz}rind
0.682 0.682 |0.73 0.728 | 0.74  0.738 | 0.744 0.744
Q886 0.886 | 0.916 0.916 | 0.924 0.924 | 0.93 0.93 J
4 (01,05, 05) = (0.9,0.9,1.4) \
(n1,ng,n3) Seed JK' L} _. J! Ja J3 JKpim
(50,50, 50) 1319 | 0.708 0.712 0.706 0.618 0.754 | 0.71
(100,100,100) 2214 | 0.956 0.96 0.954 0.864 0.974 | 0.942
JKO L?Tend JKO.E] L??rind JA JA2 JKLB L%rind
0.678 0.678 | 0.72 0.722 | 0.72 0.72 |0.7 0.692
Q932 0.93 0.944 0.944 | 0.952 0.952 | 0.948 0.946
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/

(61, 65,65,604) = (0.95,1.1,1.25,1.4)

\

(nl,ng,ng,n4) Seed JKI Ll}mnd Jll le J?} JKD@M
(50, 50, 50, 50) 2800 | 0.698 0.7 0.696 0.678 0.68 | 0.686
(100, 100,100,100) 1791 | 0.938 0.938 0.94 091  0.912 | 0.908
(40, 80, 120, 160) 671 | 0.86  0.854 0.846 0.842 0.824 | 0.83
(160, 120, 80, 40) 2483 1 0.844 0.846 0.832 0.814 0.832 | 0.822
JKO L?’r’end ‘]KO‘5 L?’rind JA JA2 JKLS L%rznd
0.658 0.656 0.688 0.686 | 0.7 0.702 | 0.686 0.688
0.878 0.876 0916 0912 | 0.922 0.928 | 0.94  0.938
0.798 0.802 0.83  0.846 | 0.844 0.844 | 0.846 0.854
\0.796 0.804 0.834 0.84 ]0.832 0.834|0.84 0.85 j
4 (61,0, 05,0,) = (0.95,1.4,1.4,1.4) N\
(n1,ng2,n3,ny) Seed JK' L} _. J} Jy Ja JKpin
(50, 50, 50, 50) 837 1 0.638 0.634 0.63 0.738 0.45 | 0.608
(100,100,100,100) 1110 | 0.864 0.864 0.854 0.94  0.704 | 0.838
JKO Lgrend JK0.5 L?rind JA JA2 JKLS L%rind
0.566 0.566 0.612 0.608 | 0.628 0.626 | 0.632 0.634
K 0.804 0.806 0.84 0.842 | 0.866 0.866 | 0.86  0.864 /
4 (01,05, 05,0,) = (0.95,0.95,0.95, 1.4) N\
(n1,na, ng, ny) Seed JK' L} _. J} Jy Ja JKpim
(50, 50, 50, 50) 1783 1 0.596 0.6 0.596 0.466 0.706 | 0.596
(100, 100, 100, 100) 137 | 0.862 0.862 0.858 0.698 0.942 | 0.87
JKO Lgrend JKO.B L?rind JA JA2 JKLS L%rind
0.574 0.572 0.6 0.6 0.596 0.606 | 0.578 0.58
K 0.85  0.852 0.872 0.87 ]0.864 0.866 | 0.84 0.84 /
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(A, p) = (0.5, 1.5)

-

(91, 92, 93) - (05, 075, 1)

(n1,ng,n3) Seed JK' Lj> . J° Iy I3 JKpiu
(50, 50, 50) 2728 1 0.68  0.676 0.676 0.674 0.654 | 0.604
(100,100,100) 1159 | 0.926 0.926 0.922 0.92 0.93 | 0.876
(50, 100, 150) 2574 1 0.884 0.886 0.884 0.876 0.858 | 0.782
(150, 100, 50) 396 | 0.872 0.884 0874 0.85 0.872]0.79
‘]KO L?rend ‘]KO.5 L?rind ‘]Kl L%rend JA JA2
0.592 0.594 | 0.652 0.656 | 0.68  0.676 0.666 0.668
0.862 0.86 0.906 0.906 |0.926 0.928 0.916 0.918
0.76 0.764 |0.82 0832 |0.872 0.878 0.846 0.848
Q792 0.802 ]0.852 087 |0874 0.878 0.854 0.854 /
4 (61, 62,05) = (0.5,1,1) I
(n1,na,ng) Seed JK L1500 g5 g5 J5 0 JKpiy
(50, 50, 50) 24410732 0.736  0.724 0.782 0.604 | 0.62
(100,100,100) 1202 | 0.912 0.914 0.912 0.952 0.85 |0.85
JKO Lgrend JKO.B Lgrind JKI Ltlrend JA JA2
0.602 0.602 |0.688 0.692 | 0.726 0.726 0.69 0.692
Q83 0.832 | 0.888 0.883 [ 0.908 0.908 0.898 0.896 j
/ (91,92,93) - <O5,05, 1) \
(n1,ng,ng) Seed JK' Lj> . Ji° Iy I3 JKpiu
(50, 50, 50) 489 1 0.722 0.72  0.728 0.62  0.764 | 0.672
(100,100,100) 2532 | 0.914 0.912 0.918 0.844 0.95 | 0.878
']KO Lg’r‘end JKO.B L?rind JKl Ltl’rend JA JA2
0.658 0.658 | 0.708 0.708 | 0.734 0.732 0.72 0.728
0.91 0.908 | 0.91  0.908 0.908 0.908

Q.876 0.876
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-

(61, 05,05, 0,) = (0.55,0.7,0.85, 1)

(n1,n9,n3,n4) Seed JK' L}3  Ji° J35 I35 JKpig
(50, 50, 50, 50) 2712 1 0.666 0.664 0.662 0.65 0.652 | 0.618
(100,100,100,100) 1858 | 0.928 0.928 0.926 0.906 0.918 | 0.866
(40, 80, 120, 160) 2135 0.856 0.86 0.85 0.84 0.82 |0.746
(160, 120, 80, 40) 310 | 0.85 0.85 0.842 0.822 0.842 | 0.746
']KO L?’rend ']KOAE) Lgrind JKl L%’rend JA JA2
0.604 0.602 0.65 0.65 0.668 0.668 0.658 0.66
0.848 0.848 0.91 0.912 | 0.928 0.926 0.922 0.922
0.732 0.736 0.806 0.806 | 0.842 0.852 0.812 0.814
\0.738 0.752 0.81 0.816 | 0.844 0.842 0.816 0.814 J
4 (61,05, 05,0,) = (0.55,1,1,1) N\
(n1,ng,n3,ny) Seed JK' Lj2> . Jl® Jy® I3 JKpim
(50, 50, 50, 50) 1297 1 0.592 0.596 0.59 0.696 0.436 | 0.478
(100, 100, 100, 100) 53 | 0.85 0.848 0.842 0.924 0.692 | 0.776
JKO L?rend JKO.B L?rind JKl L%rend JA JA2
0.454 0.45 0.536 0.536 | 0.568 0.57 0.546 0.55
k 0.722 0.722 0.818 0.818 | 0.844 0.846 0.83 0.83 /
4 (61,05, 04,0,) = (0.55,0.55,0.55, 1) N\
(n1, N9, n3,ny) Seed JK' Li> . Jl® Jy B3 JKpim
(50, 50, 50, 50) 451 1 0.588 0.588 0.598 0.466 0.704 | 0.552
(100,100, 100,100) 1462 | 0.848 0.85 0.85 0.708 0.914 | 0.804
JKO L?rend JKO.B L?Tind JKl L%rend JA JA2
0.548 0.544 0.594 0.594 | 0.592 0.598 0.596 0.606
0.848 0.85 0.858 0.858 0.858 0.862 /

k 0.794 0.792
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H.2 Percentage of rejection under the null hypothesis

<)‘7 ,0> - (17 0>

-

(61,65, 065) = (1.6,1.6,1.6)

\

(n1,n9,n3) Seed JK° L% . JV JY JY JKpinr
(50, 50, 50) 232 |1 0.044 0.044 0.046 0.044 0.036 | 0.044
(100, 100,100) 2808 | 0.054 0.054 0.052 0.054 0.054 | 0.054
‘]KO.E) L?rind JKl L%rend ‘]A JA2 JKLE) L%rind
0.048 0.048 | 0.048 0.048 0.048 0.048 | 0.046 0.046
Q052 0.052 | 0.05 0.05 0.056 0.058 | 0.054 0.056 /
a (61, 05,05) = (2.1,2.1,2.1) N\
(n1,n9,n3) Seed JK° L% . JP JY J? JKpinm
(50, 50, 50) 2222 1 0.036 0.036 0.038 0.034 0.044 | 0.04
(100,100,100) 1132 | 0.048 0.048 0.052 0.05 0.054 | 0.04
‘]KO‘S Lgrznd ‘]Kl Lz}rend JA JA2 ']KLS L%rind
0.042 0.042 | 0.04 0.04 0.04 0.04 |0.038 0.04
QOLIG 0.046 | 0.046 0.046 0.042 0.042 | 0.046 0.048 /
: (61, 05,04, 04) = (1.65, 1.65, 1.65, 1.65) N\
(n1,n2,n3,M4) Seed JK° LY . J) JY JY JKpim
(50, 50, 50, 50) 208 | 0.032 0.034 0.036 0.03 0.028 | 0.036
(100,100, 100,100) 2148 | 0.052 0.052 0.052 0.058 0.046 | 0.052
JKO.B Lgrind JKl Ltl’rend JA JA2 JK1.5 L%rind
0.042 0.044 0.042 0.042 0.034 0.034 | 0.048 0.048
\_0.05 005 |0042 0044 0048 0048|0052 0.0 )
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-

(61,0,05,04) = (2.1,2.1,2.1,2.1)

~

K 0.058 0.058

(n1,mn9,n3,M4) Seed JK° LY . J} JY JY JKpinr
(50, 50, 50, 50) 2997 | 0.05  0.052 0.054 0.048 0.044 | 0.048
(100, 100, 100,100) 1957 | 0.058 0.058 0.054 0.054 0.054 | 0.056
‘]KO.E) Lgrind ‘]Kl Ltlrend JA JA2 JK1.5 L%rse)nd
0.05 0.05 0.05 0.05 0.052 0.05 |0.05 0.052
k 0.05 0.052 0.052 0.054 0.052 0.052 | 0.06 0.058 /
(A, p) = (0.75,0.5)

4 (61, 05,05) = (1.25,1.25,1.25) N\
(n1,ng,n3) Seed JK*® L5 . Jgp° J9O JY° JKpin
(50, 50, 50) 2279 | 0.04 0.04 0.042 0.046 0.046 | 0.042

(100,100,100) 1707 | 0.054 0.054 0.058 0.056 0.052 | 0.058
JKO L?T@nd JKl Ltl’/‘end JA JA2 JK1.5 Ltlfind
0.044 0.042 | 0.044 0.044 0.044 0.044 | 0.04 0.04
\0:06 006 | 0048 0.05 005 0052|0048 005 -
4 (01, 05,04,0,) = (1.3,1.3,1.3,1.3) N\
(n1,ng,n3,ny) Seed JK%° LY> . Y5 J)® J9P JKpim
(50, 50, 50, 50) 2186 | 0.054 0.056 0.054 0.056 0.06 | 0.056
(100, 100, 100, 100) 166 | 0.058 0.058 0.054 0.05 0.058 | 0.052
JKO L?rend JKl L%rend JA JA2 JKLB Ltlrind
0.058 0.064 0.05 0.052 0.052 0.052 | 0.056 0.056
0.058 0.058 0.058 0.058 | 0.058 0.058 /
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-

(61,02, 05) = (1.75,1.75,1.75)

(n1,n9,n3) Seed JKO L5 o gYc S 95 JKpiy
(50, 50, 50) 2877 | 0.046 0.046 0.04 0.04 0.04 |0.04
(100, 100, 100) 236 | 0.048 0.048 0.054 0.052 0.05 |0.05
‘]KO L?rend ‘]Kl Ll}rend JA JA2 ‘]Klé L%rind
0.048 0.048 | 0.036 0.038 0.034 0.034 | 0.034 0.034
Q052 0.052 | 0.044 0.044 0.048 0.048 | 0.04 0.04 J
a (61,05, 05,0,) = (1.75,1.75, 1.75, 1.75) N\
(n1,n9,n3,M4) Seed JK®5 L5 o gs g5 9% JKpim
(50, 50, 50, 50) 1149 | 0.052 0.05  0.044 0.054 0.048 | 0.058
(100, 100,100,100) 1109 | 0.042 0.044 0.042 0.042 0.046 | 0.048
‘]KO L?rend ‘]Kl L%rend JA JA2 ‘]KI.E) L%rind
0.05 0.048 0.058 0.056 0.062 0.062 | 0.056 0.054
\ 0.044 0.044 0.048 0.048 0.046 0.046 | 0.044 0.044 /
(A p) = (0.6, 1)

4 (61, 65,605) = (0.9,0.9,0.9) I
(n1,ng,n3) Seed JK' L} _. J! Ja J3 JKpim
(50,50, 50) 1353 | 0.064 0.064 0.064 0.066 0.056 | 0.056

(100, 100, 100) 994 | 0.052 0.052 0.048 0.048 0.044 | 0.046
JKO L?Tend JKO.E] L??rind JA JA2 JKLB L%rind
0.05 0.052 | 0.058 0.056 | 0.06 0.06 | 0.06 0.062

0.048 0.046 | 0.05  0.05 | 0.052 0.052

Q.042 0.04
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4 (61,02, 05,0,) = (0.95,0.95,0.95, 0.95) N\
(n1,n9,n3,M4) Seed JK' L} .. Ji J3 Ji JKpinr
(50, 50, 50, 50) 2462 | 0.044 0.042 0.042 0.046 0.04 0.034
(100,100, 100,100) 1265 | 0.052 0.052 0.052 0.042 0.054 | 0.036
JKO L?rend JKO.5 Lgrind JA JA2 JK1.5 L%rind
0.036 0.034 0.032 0.032 | 0.034 0.036 | 0.05 0.048
k 0.036 0.036 0.04 0.038 | 0.046 0.048 | 0.048 0.048 /

4 (01,05, 05) = (1.4,1.4,1.4) N
(nl, Na, TL3) Seed JKl Ll

trend Jll J21 J?} JKD%M
(50, 50, 50) 1901‘0.032 0.034 0.036 0.038 0.03 ‘0.028

(100, 100, 100) 835 (0.03 0.03 0.03 0.036 0.028 | 0.032

JK° LY JK%5 L[93 JA JA2 JK' LS

trend trend trend

0.03 0.028 ]0.026 0.026 | 0.034 0.034 | 0.038 0.04
QOSG 0.036 | 0.028 0.028 | 0.03  0.03 | 0.028 0.028 /

4 (01,05, 05,0,) = (1.4,1.4,1.4, 1.4) N
(n1,n9,n3,M4) Seed JK' L}

trend ‘]11 ‘]21 J§ JKD@M
(50, 50, 50, 50) 217‘0.048 0.048 0.054 0.054 0.046 {0.044

(100, 100, 100, 100) 2364 | 0.048 0.046 0.05 0.048 0.048 | 0.052
JKO Lgrend JKO.B L?rind JA JAQ JKLS L%rind
0.044 0.044 0.046 0.046 | 0.044 0.044 | 0.048 0.05
\ 0.05 0.048 0.0564 0.052 | 0.054 0.054 | 0.048 0.048 /
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(A, p) = (0.5,1.5)

-

(91, 92, 93) = <O5, 05, 05)

~

Q.054 0.054

(n1,n9,n3) Seed JK' L12 . Jl® J3® J3% JKpiu
(50, 50, 50) 170 | 0.054 0.054 0.05  0.058 0.06 | 0.05
(100, 100, 100) 933 1 0.046 0.046 0.05 0.054 0.046 | 0.078
‘]KO L?T@nd ‘]KO'E) L?rind JKl Ltlrend JA JA2
0.052 0.05 0.052  0.054 | 0.048 0.052 0.052 0.054
Q078 0.078 [0.066 0.064 | 0.05 0.05 0.058 0.058 J
4 (61,05, 04,04) = (0.55,0.55,0.55, 0.55) N\
(n1,n2,n3,n4) Seed JK' Lj> . Jl® J3® B3 JKpim
(50, 50, 50, 50) 2646 | 0.038 0.038 0.042 0.048 0.04 |0.04
(100, 100,100,100) 2218 | 0.05  0.048 0.048 0.05 0.056 | 0.052
JKO L?rend JKO.S L?Tind JK1 Ll}rend JA JA2
0.042 0.044 0.036 0.038 | 0.044 0.044 0.04 0.042
K 0.056 0.056 0.05  0.05 |0.046 0.048 0.05 0.052 /
4 (61,6,605) = (1,1,1) I
(n1,ng,ng) Seed JK' Lj> . Ji° Iy I3 JKpiu
(50, 50, 50) 1286 | 0.034 0.034 0.04 0.028 0.04 | 0.04
(100, 100, 100) 376 | 0.054 0.052 0.056 0.05 0.046 | 0.054
']KO Lg’r‘end JKO.B L?rind ']Kl Ltl’rend JA JA2
0.048 0.048 |0.036 0.036 |0.036 0.034 0.034 0.036
0.056  0.056 | 0.048 0.048 0.052 0.052 J
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/ (01,605,05,0,) = (1,1,1,1) \

(n1,n9,n3,M4) Seed JK' LL5 . Jis gk S JKpay

trend

(50, 50, 50, 50) 1305 ’ 0.06 0.06 0.054 0.058 0.054 | 0.058

(100, 100,100,100) 2007 | 0.044 0.044 0.046 0.044 0.044 | 0.048
‘]KO Lgrend ‘]KO.5 Lgrind JKl L%rend JA ‘]A2
0.054 0.054 0.058 0.06 0.064 0.066 0.06 0.06
& 0.05 0.05 0.048 0.05 0.048 0.048 0.05 0.05 /




