-

View metadata, citation and similar papers at core.ac.uk brought to you byfz CORE

provided by Scientific Publications of the University of Toulouse Il Le Mirail

HAL

archives-ouvertes

Estimation in a Competing Risks Proportional Hazards
Model Under Length-biased Sampling With Censoring
Jean-Yves Dauxois, Agathe Guilloux, Syed N.U.A. Kirmani

» To cite this version:

Jean-Yves Dauxois, Agathe Guilloux, Syed N.U.A. Kirmani. Estimation in a Competing Risks
Proportional Hazards Model Under Length-biased Sampling With Censoring. Lifetime Data
Analysis, Springer Verlag, 2014, 20 (2), pp.276-302. <10.1007/s10985-013-9248-6>. <hal-

00605669 >
HAL Id: hal-00605669
https://hal.archives-ouvertes.fr /hal-00605669
Submitted on 3 Jul 2011
HAL is a multi-disciplinary open access L’archive ouverte pluridisciplinaire HAL, est

archive for the deposit and dissemination of sci- destinée au dépot et a la diffusion de documents
entific research documents, whether they are pub- scientifiques de niveau recherche, publiés ou non,
lished or not. The documents may come from émanant des établissements d’enseignement et de
teaching and research institutions in France or recherche frangais ou étrangers, des laboratoires
abroad, or from public or private research centers. publics ou privés.


https://core.ac.uk/display/50540887?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1
https://hal.archives-ouvertes.fr
https://hal.archives-ouvertes.fr/hal-00605669

ESTIMATION IN A COMPETING RISKS PROPORTIONAL
HAZARDS MODEL UNDER LENGTH-BIASED SAMPLING
WITH CENSORING

JEAN-YVES DAUXOIS, AGATHE GUILLOUX, AND SYED N.U.A. KIRMANI

ABSTRACT. What population does the sample represent? The answer to
this question is of crucial importance when estimating a survivor func-
tion in duration studies. As is well-known, in a stationary population,
survival data obtained from a cross-sectional sample taken from the pop-
ulation at time ¢y represents not the target density f(¢) but its length-
biased version proportional to ¢ f(t), for t > 0. The problem of estimat-
ing survivor function from such length-biased samples becomes more
complex, and interesting, in presence of competing risks and censoring.
This paper lays out a sampling scheme related to a mixed Poisson pro-
cess and develops nonparametric estimators of the survivor function of
the target population assuming that the two independent competing risks
have proportional hazards. Two cases are considered: with and without
independent consoring before length biased sampling. In each case, the
weak convergence of the process generated by the proposed estimator is
proved. A well-known study of the duration in power for political lead-
ers is used to illustrate our results. Finally, a simulation study is carried
out in order to assess the finite sample behaviour of our estimators.

1. INTRODUCTION

The central problem in the analysis of duration data is the efficient esti-
mation of the distribution of the time Z between two specified events under
different sampling scenarios. The two events whose gap time is of interest
will be called the initiating and terminating events. The two events may
be HIV infection and death, successive hospitalizations due to a disease or
entry and exit from the workforce. Frequently, the distribution of Z must
be estimated from a cross-sectional sample at time ¢, consisting of subjects
who have experienced the initiating event, but not the terminating event,
prior to ty. In the context of epidemiology and survival analysis, cross-
sectional studies are concerned with prevalent rather than incident cases. As
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it is well-known, such data suffer from length-bias in the sense that Z°, the
time gap between initiating and terminating events for a cross-sectionally
selected subject, is stochastically larger than Z with dP(Z° < t) propor-
tional to tdP(Z < t). This phenomenon, to be referred to as length-biased
sampling (LBS), was noted by McFadden (1962) for lengths of intervals
in a stationary point process, by Blumenthal (1967) in industrial life test-
ing and by Cox (1969) for estimating the distribution of fiber lengths in a
fabric. Zelen & Feinleib (1969) recognized LBS in screening for chronic
diseases while Simon (1980) noted its relevance in etiologic studies. The
source of LBS is the simple fact that, when drawing observations from a set
of subjects in a particular state, the probability of being included in the sam-
ple is proportional to the sojourn time in that state. This, therefore, leads
to disproportionate representation of longer durations. Vardi (1982) was
the first to consider nonparametric estimation in the presence of LBS. He
derived and studied the unconditional nonparametric maximum likelihood
estimate (NPMLE) of the distribution function of Z on the basis of two in-
dependent samples, one a sample from Z and the other a sample from its
length-biased version Z°. We refer to Vardi (1982), Vardi (1985), Vardi
(1989), Gill et al. (1988) and Vardi & Zhang (1992) for further theoretical
developments. More recently, Asgharian et al. (2002) obtained the uncon-
ditional NPMLE of the survivor function of Z and its asymptotic properties
when the data are purely length-biased with a special case of right censor-
ing.

Length-biased data can be considered as a special case of left-truncation
if the occurrence time of the initiating event is uniformly distributed. Here,
truncation refers to the fact that a subject can not be observed at ¢, if it has
experienced the terminating event before . There is an extensive literature
on nonparametric estimation under left truncation. We refer to Turnbull
(1976), Woodroofe (1985), Wang et al. (1986), Tsai et al. (1987), Wang
(1991) and Wang et al. (1993).

The motivation for the present paper comes from the conjunction of LBS,
competing risks (CR) and Proportional Hazards (PH). Suppose that the ter-
minating event can occur in either of two competing ways A and B, e.g.
A may be death due to a specific disease, say cancer, and B death from
a natural cause. Let X (resp. Y') be the latent, or potential survival time
associated with risk A (resp. B) and let us assume that X and Y have
proportional hazards. Suppose that the terminal event can also be due to
independent right censoring. Then the time gap between initiating and ter-
minating events is of length 7' = (X AY) A C where C' is the censoring
time and x A y denotes the minimum of z and y. However, under LBS, the
random variable (r.v.) 7" is not observable. To be precise, we shall consider
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the following situation. The observed sample consists of n independent in-
dividuals, cross-sectionally selected at t,, who were exposed to risk A at
known time points 0; < typ, ¢ = 1,...,n. These individuals are followed
up to death, from cause A or B, or censoring time. For the ith member
of the length-biased sample, the r.v. X? (resp. Y;? and C?) will denote the
potential survival time of the ith subject when facing risk A (resp. B and
censoring). The sample data thus consists of the n pairs (17, 6?) where
T) = XP AYP A CP, and 6! indicates the mode of termination (death due
to A, death due to B or censoring). Our main objective is to estimate the
survivor function Gy (t) = pr(X > t) based on such a sample.

The setup described above, namely, the LBS-CR-PH data with indepen-
dent censoring preceding LBS is the first framework to be considered. We
will refer to it as “Case 1: Independent censoring before LBS”.

In a number of practical situations, two risks A and B, which have pro-
portional hazards, compete unhindered by the risk of censoring. An esti-
mator of Gx(+), based on a LBS, can be introduced and its large sample
properties studied. However, without any additional serious mathemati-
cal complications, it is possible to introduce a more general estimator of
G x () and study its large sample behavior even if we allow the possibility
of independent random censoring after the cross-sectional sample has been
selected. Such post-LBS censoring may or may not be justified in specific
practical situations. An excellent discussion, with examples, of various cen-
soring issues in biased-sampling situations is given by Tsai (2009). We will
allow the post-LBS censoring scenario in our “Case 2: No censoring before
LBS”. In this case, the observable random variables are T; = Zf A C; where
Zf’ is the LBS observation of Z; = X; A Y; and ¢; which gives the type
of the observed terminal event. Case 2 encompasses the “no possibility of
censoring” scenario and we easily obtain the estimator and its large sample
properties for the without censoring case from our results for Case 2.

As far as we know, these problems have not been considered in the litera-
ture so far. Huang & Wang (1995) did consider the LBS-CR set up but they
were concerned with estimation of crude hazard functions and occurrence
probabilities rather than estimation of G x (). Dauxois & Guilloux (2008)
have considered the problem of the nonparametric inference of the Cumu-
lative Incidence Functions under competing risks and selection-biased sam-
pling. But no proportional hazards assumption was made in their work.

The outline of this paper is as follows. The two cases described above
are considered respectively in Section 2 and 3. Estimators of Gx(-) are
obtained in each case and their large sample behaviors are studied. In Sec-
tion 4, we apply our methodology to the data set introduced by Bienen &
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M’Lan (1991), whereas in Section 5 we study the behaviour of our esti-
mator through Monte Carlo simulation of its mean integrated squared error
(MISE). An appendix details the proofs of technical lemmas used in Sec-
tions 2 and 3.

2. CASE 1: INDEPENDENT CENSORING BEFORE LENGTH BIASED
SAMPLING

The objective of this section is to develop a framework for study of
length-biased sampling (LBS) in the setup of competing risks (CR). From
now on and for convenience, the initiating and terminating events of interest
will be called birth and death, respectively.

2.1. Initial population. We shall consider a population of individuals (to
be called initial population) who are subject to two competing causes, A
and B, of death. The CR model will be described in terms of latent survival
times X and Y where X (resp. Y) is a positive random variable (r.v.) rep-
resenting the age at death in the hypothetical situation in which A (resp. B)
is the only possible cause of death. Frequently, there is a primary cause of
interest. For example, the target interest of study may be death due to breast
cancer. In such cases, we shall take A as the primary risk of interest and all
other causes will be lumped together as B. The individual lifetime will be
denotedby Z = X A Y.

In the present paper, we are concerned with the important special case
in which the risks A and B have proportional hazards. Thus, it will be
assumed in this paper that there exists 5 > 0 such that for all ¢ > 0:

Ay (t) = BAx(t)

where Ax(-) and Ay (-) are the cumulative hazard functions of X and Y,
respectively. Equivalently, denoting by G'x (-) and Gy (-) the survival func-
tions of X and Y, we will assume in the following that

(1) Gy (t) = (Gx(1))”

for all ¢ > 0. This model, often called “Koziol-Green” model, has been
widely studied in classical survival analysis literature, see e.g. Chen &
Lin (1987), Csorgd (1988), Gather & Pawlitschko (1998) and Kirmani &
Dauxois (2004).

The constant 3 gives the odds on death due to cause B, i.e.:

pr(Y < X)

pr(X <Y) &
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while the theoretical proportion « of deaths from cause A among all deaths
is given by:
1
2 a=pr(X<Y)=——.
(2) priX=Y)=g-v
We will assume that the lifetime Z may suffer from independent random-

right censoring. Let C' denote the censoring time and H () its survival func-
tion. Then, 7" = Z A C denotes the age at terminating event (death from
cause A, from cause B or censoring) and J indicates the mode of termina-
tion:

0 if C<Z

0= 1 it T=7=X .
2 if T=Z=Y

It has to be noted that under this independent censoring mechanism, the
proportion of deaths from cause A among all termination causes (A, B or
censoring) is still equal to «, that is:

_ pr(X <Y, X<0)

©) pr(XAY <C)

2.2. Length-biased population. Let {i € I} denotes the initial population
described in the previous subsection. Let X; and Y; be the latent survival
times (corresponding to risks A and B, respectively) and C; be the latent
censoring time for individual 7. The age of individual 7 at terminal event is
T, =7Z; NC; = X; NY; A C; and 0; indicates the mode of termination.

Now, let o; be the calendar time of birth of the individual. A convenient
graphical representation of the lifespan of an individual born at calendar
time o; and experiencing a terminal event at age ¢; is given by the well-
known Lexis diagram (see Fig. 1). This diagram consists of line segments
in a rectangular coordinate system with calendar time as abscissa and the
age as ordinate such that the life (or time from birth to censoring) is rep-
resented by the line segment joining the points (0;,0) and (o; + ¢;, ;).
The Lexis diagram and associated point processes described in Brillinger
(1986), Keiding (1990), and Lund (2000) provide useful settings for ana-
lyzing lifetimes. It is particularly important in describing sampling patterns
for selection of individuals in a study. It also helps in visualizing follow-up
patterns and truncation of lifetimes.

A random sample cross-sectionally selected at calendar time ?; is not
really a random sample from the initial population / but, in fact, from the
population J = {i € I : (04, x;,y;,¢) € E} where E = {(0,2,y,¢) : 0 <
to,0 +x > to,0 +y > tg,0 + ¢ > to}. Individuals with age at terminal
event 1, = Z; N C; = X; N'Y; A C; shorter than t, — o; are excluded from
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Age

FIGURE 1. A Lexis diagram representation of lifespans

the population J. That is, the time 7; is left truncated by the time ¢, — ;.
Individuals with birthtimes o; > t, are also excluded from the sample.

Thus, the observable r.v. is not 7} but Tib, a r.v. whose probability dis-
tribution is the same as the conditional distribution of 7; = Z; A C; given
{(04,X;,Y;,C;) € E}. The mode of termination associated with 7 will
be denoted 67. We shall refer to 77 as the length-biased version of 7} and
{j € J} as the length-biased population.

The following proposition provides a key fact: it gives the probability
distribution of (7°,4%) defined above. It will be seen that, under the as-
sumptions made, the distribution of (7, §°) will be independent of &. Thus,
the pairs (17,0%), ..., (T?,6%) of the n individuals in the sample selected at

n’-n

to will be independent copies of (77, ).

Theorem 1. Suppose that:

(i) the birth process 1 = ), €o,, where &,, denotes the random measure
concentrated on o;, is a mixed Poisson process with random intensity o;
(ii) conditionally on the process ), the vectors (X;,Y;, C;), fori € I, are
independent and identically distributed with common probability density
Sfunction (p.d.f.) gx(:)gy (-)h(-) with respect to the Lebesgue measure on
R? (where gx(-), gy (-) and h(-) are respectively the p.d.fof X, Y and C);
(iii) E(X) < coand E(Y') < oo and E(C') < .
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Then, the distribution of the pair (T, %) is specified by the following
expression of its three sub-distribution functions:

R(t) = pr(Tt<t,6"=0) = E(T)' [ ch(c)Gx(c)Gy(c)de

Fit) = pr(T°<t,8*=1) = B(T)™" [, :UgX(x)g_?y(x) H(x)dx

Fi(t) = pr(TP<t,8"=2) = E(T)7 [y yov(y)Gx(y)H(y)dy
fort > 0.

Proof of Theorem 1.

Although the above result is merely the competing risks statements of the
well-known length-biased density Lund (2000); van Es et al. (2000), we
offer the following derivation. First note that 7 is a point process on R such
that, for each Borel set S in R, the r.v. 7(S) gives the number of births
encountered in S. We assume that 7(S) < oo almost surely. For each
individual 7, the birth time o; is marked by the pair of latent survival times
(X;, Y, C;). We now define the Lexis point process

H= § :5(01‘,)(1',3’1'701')

iel
on (R xR}, Br ® Bgs ), where By (resp. Bgs ) denotes the Borel o-algebra
on R (resp. R3). This has the advantage of showing that /1, the process

conditional on the intensity ¢ of the mixed Poisson process, is Poisson with
intensity

(Ua z,Y, C) = /\|<,0(0-7 z,Y, C) = ¢9X<x)gY (y)h(c)

and with mean-measure AW(-) defined, for each Borel set S on R x Ri, by

Aj(9) :/S/\W(a,x,y,c)dadxdydc.

We refer to Kingman (1993) for the marking theorem exploited here. Fur-
ther, let pg,(-) = fy,(- N E) be the restriction of the Poisson process fu,,
to the measurable set £ = {(o,z,y,¢) : 0 < to,0 +x > tg,0 +y >
to,0 + ¢ > to}. Then, by the well-known restriction theorem for Poisson
processes Kingman (1993), the process i), is Poisson on R X R? with
mean-measure A g, (-) defined, for all Borel set S in R x R?, by

Apip(S) = AN, (SNE) = / N (o, z,y, c)dodxdydc.
SNE
Our mode of sampling is equivalent to selecting a random subset £* C E
such that 11, (E*NE) = nis the sample size. By the order statistics property
of Poisson processes, see e.g. Crump (1975), given ,(E) = N, the points
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of the Poisson process 1,,(-NE) look exactly like ju,,(£) independent r.v.’s,
with common probability measure

A(-NE)
PTEW(') = W

on Borel subsets of R x Ri. Hayakawa (2000) showed that the order statis-
tics property characterizes a mixed Poisson process within the general class
of point processes. This indicates that assumption (7) can not be weakened.

Let X° and Y denote the latent survival times (corresponding to risks A
and B respectively) and C? the censoring time for an individual in .J where,
as defined earlier, J = {i € I : (04, X;,Y;,C;) € E}. Let xg, yo and ¢y be
positive reals and S = {(o,x,y,¢) : * < zo,y < yo,¢ < ¢o}. It follows
from the above discussion that, conditionally on y,(E) = N:

A (SN E)
< b < b ) = e\ )
pr\go(X S 2o, Y < Yo, C < CO) AISO(E)
Jori 9x (2)gy (y)h(c)dodrdyde
[ p9x (x)gy (y)h(c)dodzdyde

o ryo rco [to () gy (y)h(c)dodzdyde

0 0 0 tof(x/\y/\c) gX

™. Gx(ta = 0)Gy (ty — 0) H(to — o)do
O[O (1 Ay A ¢)gx () gy (y)h(c)drdyde
E(T) ’

Since the last expression does not involve ¢, integrating w.r. its distribution,
we get

pr(X° < 3, V" < 9o, C* < )
()I0 oyo 0CO (l‘ A Yy A C)gX (x)gy(y)h(c)dxdydc
E(T) '
The proposition then follows by differentiation and integration on the proper
sets.U
It has to be noted that the distribution function of the r.v. 77 is the length-

biased version of the distribution function of 7'. Indeed, from Theorem 1,
we get for all £ > O:

pr (1 <) = P() = BY(0)+ Y0 + (O = o= [ udF)

where F'(+) is the distribution function of the r.v. 7. Consequently, by the
knwon inversion formula of Cox (1969), the distribution function F(-) is
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expressible as:

t t1 b
@ =B [ Lar) - T

In the present paper we are concerned with the special case where the
risks A and B have proportional hazards (see (1)). Under this assumption,
the sub-distribution functions of (T?, 6°) given in Theorem 1 have simplify
as follows:

F(t) = E(T)” fo ch(c)GS (¢)de
(5) Fb(t) = ET fo rgx (x )G@(m)ﬁ(@dm :
Fi(t) = E(T)7 [, yBox(y)Gx(y)H (y)dy
for all ¢t > 0.

2.3. Statistical Inference. Our aim is to estimate the survivor function
Gx(-) = pr(X > -) of the cause of primary interest on the basis of a
length-biased sample obtained from the initial population described ear-
lier (competing risks with proportional hazards and independent censoring).
Adhering to the notations of the previous section, the observable r.v.’s are
T® and &° rather than 7" and 6. Recall that the probability distribution of
(T*,6°) is the conditional distribution of (7', 6) given {(o, X,Y,C) € E}.

Under the assumption that X and Y are independent with proportional
hazards, the unconditional distribution of Z = X A Y has p.d.f.

92(2) = (1 + B)gx (2)(Gx(2))", = > 0,

and distribution function G’ (-) = G2!(-). Moreover, from Theorem 1 one
can see that the sub-distribution function F},(-) defined, for all ¢ > 0, by:

Fio(t) = pr(T° < t,68" #0) = Fy(t) + F3(1),

may be rewritten as:

fo 297(2)H(2)dz
E(T)

That is, the sub-distribution function F(-) is a weighted version of the
distribution of Z, with weight function ¢ — ¢ H (t). It has to be noted that it
is not a length-biased version since it is not proportional to f(f 2gz7(z)dz, for
all t > 0. Consequently, the well-known inversion formula of Cox (1969)
does not apply here. We will instead follow the approach of de Ufia-Alvarez
(2004).

By taking the derivative in Equation (6), we get for all ¢ > 0:

(6) Fpy(t) =

, forall t > 0.

B(T) 7}y (1) = g () A (1)t
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Equivalently,
1 9z(1)
E(T)—=——=—dF},(t) = Z—~dt.

( )tGZ(t)H(t) 12(1) Gy(t)
Note that the independence between Z and C' gives us F/(-) =1 — F(-) =
Gz(-)H(+). Hence, integrating the last equality and using Equation (4) we
obtain, for all ¢ > 0:

' 1 " g2(2)
7 —————dF? = ~ dz = Ag(t
7 /o T arw T T ) G, T A
where Az () = —log(Gz(+)) is the cumulative hazard function of Z.

Moreover, as X and Y have proportional hazards, we have: Az(:) =
Ax(:) + Ay(:) = (1 + B)Ax(+). Finally, using the product integral notion
Andersen et al. (1993) we get:

Gx(t) = T seppg (1 — dAx(s)) = Tl sepoy (1 — d (@l z(s))),

forall ¢ > 0. -
Hence, a natural estimator of G x (-) is the plug-in estimator

(8) 5X(t) = T ecpy <1 —d (d[\z(s)»

- b
ﬂ-se[O,t] (1 — WCZFH(S)) ,forallt > 0,
where E2,(-), F(-) and & are estimators of respectively F?%,(-), F*(-) and
o that we will introduce now. Note that the estimator A z(+) is obtained by
plug-in in equation (7).

Recall that each individual in the sample, selected in the manner of Sec-
tion 2.2, is followed until death or censoring. Then the observed data con-
sists of n independent pairs (77, 6%) where T? = Z? A C? and

0 if CP< 2}
=L 1 if T'=2=X) .
2 if TP=20=Y}
The sub-distribution functions F¢(-), F}(+) and F(-) associated with (7, §°)
and defined in Theorem 1 can be estimated from the available sample by

©) Fi(t) = %Z I{T7 <t,67 = k}),
=1

forallt > 0and £ =0, 1, 2.
As the distribution function F(-) of the r.v. T? is equal to F}(+)+ F2(-)+
F%(-), one can estimate it by

(10) FP()y = F3() + FY () + F3 ().
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Also,
b b b
Fm(‘) - Fl() + F2()

gives us an estimator of I, (-).
To estimate v = 1/(1 + [3), we first note that

Cpr(X <Y, X<(O) pr(XP<YP X< ()
o pr(XAY ZC)  pr(XPAYbL(CP)

where the first equality is given by Equation (3) and the second is a straight-
forward consequence of Thereom 1. By the definition of the sub-distribution
functions F?(-), for k = 0, 1,2, the second equality is equivalent to o =
FP(+00)/Fly(4+00). As a consequence a may be estimated by

Fb
(11) a = M
F1b2(+00)

Estimators given in (9), (10) and (11) complete the definition of the estima-
tor Gx(+) of Gx(-) givenin (8).

2.4. Large sample behaviour. Our aim in this section is to obtain the weak
convergence of the process /n(Gx(-) — Gx(-)), as n tends to +0o. One

can see from the above section that our estimator G x (+) is a function of the
estimators [ b(.), for k = 0,1,2. Since asymptotic results are available for
the estimators of sub-distribution functions, the expected weak convergence
result can be obtained by using the functional delta-method van der Vaart &
Wellner (1996). But, it has to be noted that one needs a weak convergence
on the whole line [0, +-00] of the empirical processes associated with F(-),
for £ = 0,1,2. Such a result is available in Dauxois & Guilloux (2008).
Their Theorem 1 is written with two competing risks (for ease of notation)
and in presence of independent random right censoring. After an easy adap-
tation of Dauxois & Guilloux (2008), considering the case with 3 compet-
ing risks and without censoring, we get the following weak convergence in
D3[0, +o00], where D[0, +oc] is the space of cadlag (right-continuous with
left-hand limits) functions. As n — +o00, one has

O =RO\ _ (Z()
(12) Vi [ FY() = FC) | — | Z0) |
()= F() Z()
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where (Zy(+), Z1(+), Z2(+))' is a trivariate mean-zero gaussian process with
covariance function

(), Zut)) = Y / (F2(s) — F2(u)(EL(t) — Fb(uw)

1k

dFy (u)
(F*(u))?

[ R~ Fi) = P@)(FHD - Fitw) — F') i

and, for k # |
o)) = [ () - R - F) ey
[ - B@E - R - ) e,
v [ - R ) - ) - P R

where j is different from k& and [.
As the first step in the derivation of the large sample behaviour of the

process \/ﬁ(é x(-)—Gx(+)), we introduce the following preliminary result,
whose proof is given in the Appendix.

Lemma 1. As n goes to +oo, we have the following weak convergence in

D0, oo] x R:
o) 2 (4)
where

Y 1 g [ 2 [0 Laz (u) .
L = f = | (- f;‘x’%d}?b(U))QdFle( )’

= o gy~ W4(o0) — aZy(too)]

We are now in a position to give the main result of this section.

Theorem 2. The following weak convergence holds in the Skorohod space
D|[0, co]:

VA(Gx () = Gx () = &() = =Gx () (UAz() + aL()),

as n tends to +oo.
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Proof of Theorem 2.
In view of equation (8), we have for all ¢

Vi (Gx() = Gx(0) = v (B(Bz(),@) = Bi(Az(),a)).
where V. is a map from D gy [0, 0o] X R to D[0, co) defined by
U(f(-),r) = Tiep(1 = d(rf(1))),

where Dy [0, oo] is the space of cadlag functions of bounded variations on
[0, 00]. Using for example the Chain rule Lemma 3.9.3 of van der Vaart
& Wellner (1996) and the Hadamard differentiability of the product in-
tegral Andersen et al. (1993), one can see that the map W. is Hadamard-
differentiable with differential DW ),y at (f(-),r) in Dpy [0, co] xR given,
for all (h(-),u) € D[0, o0] x R, by

DU sy (h(),0) = =TV iepg (1= d (rf (1)) (uf () +70()).

An application of the functional delta method (see Theorem 3.9.4. of van der
Vaart & Wellner (1996)) on the weak convergence of Lemma 3 gives us

Vi(Gx () = Gx(-) 2 D (a0 (L(),U),

as n tends to +0o. From the above expression of the differential, one obtains
the limiting process &(-) of Theorem 2.0J

3. CASE 2: NO CENSORING BEFORE LENGTH-BIASED SAMPLING

3.1. New Framework. We now consider the case of no censoring before
length-biased sampling but assume, as before, that the risks A and B have
proportional hazards. It can be easily shown that Z = X A 'Y has pdf

92(2) = (1 + B)gx (2)(Gx(2))", z > 0.

Our goal is again to estimate G'x(t) = pr(X > t) on the basis of ob-
servations on Z°, the length length-biased version of Z, and the associ-
ated cause of death. An easy adaptation of Theorem 1 (the set I is now
E ={(o,2,y) : 0 < tg,0 +x > tg,0 +y > to} since there is no cen-
soring at this stage) shows that the length biased observation Z° of Z has
probability density function

z _

57 9x ()G () + 95 (2)Cx(2)),

for z > 0. Now, thanks to the proportional hazard property assumed on the
r.v. X and Y/, this p.d.f. reduces to

9(2) = 15 (14 0)2x(2) (Gx ()%, 2 > 0

gz (2) =
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and finally one can write

1
(14) gmn(2) = Mng(z)’ z > 0.
Thus, the p.d.f. of Z° appears as the length-biased version of the pdf of Z.
The corresponding survivor function of Z° will be denoted by G ().
It has to be noted that the constant 3 gives also the odds of death due to
cause B after length-biased sampling, i.e.

pr(Y? < X?)
pr(X? < Y?)

It can also be shown that the random variables I({X* < Y*}) and Z° =
XPAY? are independent. However, as in Section 2, the initial independence
between X and Y has been lost under the selection process, i.e. the r.v. X b
and Y® are not independent.

Now, as we will see, assuming independent right censoring on the length-
biased observation Z° doesn’t substantially complicate the following deriva-
tion of the estimator of G'x(-) and its large sample behaviour study. The
situation without any censoring, the one of preliminary interest, will be ob-
tained as a simple particular case of our results under right censoring. This
will be detailed at this end of this section.

Each individual in the sample, selected according to the above procedure,
is followed until death or censoring. The observed data then consists of n
independent pairs (T}, §;) where T; = Z? A C; and

= 3.

0 if C;<Z?
=14 1 if T;=2=X> .
2 if T,=20=Y?
Here, the r.v. (', ..., C, are independent copies of a random variable C'

which is assumed to be independent of Z° and with survivor function He ().
For later use, let S(-) = Gz (-)He(+) denotes the survivor function of 7' =
ZPNC.

3.2. Statistical inference. From Equation (14) we know that the p.d.f. of
7" is the length-biased version of the one of Z. Consequently, by the well-
known inversion formula of Cox (1969), the distribution function Gz(-) =
pr(Z < -) is expressible, for ¢ > 0, as

oy tdGa(2)
G0 = fo+oo %dézb(z).

On the other hand we can write
Gx() = (Gz())",
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where o = 1/(1 + 3). Hence, a natural estimator of G x(-) is the plug-in
estimator

(15) Gx(t) = (1- C:Z(t))a, forall £ > 0,
where

f(f %dézb(z)
S Ladp (=)

0

(16) Gy(t) = >0,

and G, (-) and @& are estimators to be introduced below.
Let

Ni(t) =Y I({T; < t,6; = j}).for j = 1,2,
i=1
for ¢ > 0, be the counting process associated with the jth cause of death
and let

MOED D TGES]

for t > 0, be the at-risk process. Moreover let J(-) and N(-) be two pro-
cesses defined respectively by J(t) = I({Y (¢) > 0}) and

N({t) = zn: [({T, < t,6, #0}) = Ni(t) + No(t),

forall ¢t > 0. -
The survivor function G 2+ (+) can be estimated by the Kaplan-Meier esti-
mator (cf e.g. Andersen et al. (1993))

2 AN(Ti)
(17) Gnt)= ][ (1 =W
where T(1) < --- < T, are the ordered statistics and AN (u) = N(u) —

N(u™), for all u > 0. The estimator G';(-) given in (16) is now completly
defined.
In order to introduce our estimator of «, let

Gi(t) = pr(XP<t, X0 <VY") =pr(Z° <t, XP<Y?).
be the cumulative incidence function associated to cause A. Then,
a=pr (X" <Y’) = Gi(+00).
Estimating GG1 () by the Aalen-Johansen estimator Andersen et al. (1993)

Gl = [ Gne) TR
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an estimator of « is given by
(18) & = Gy(+00).

Thus, the estimator G x(+) given in (15) is completly defined thanks to
(16), (17) and (18).

3.3. Large sample behaviour. In order to get the weak convergence of

the process /(G x(-) — Gx(+)) stated in the next theorem, the following
assumption is needed:

+00 dsz( )

< +00.
He(a—)

Assumption A : /

Theorem 3. If assumption A is fulfilled, the following weak convergence
holds in the Skorohod space D0, |-

Vi(Gx(-) = Gx()) == &() = aG()L() + UG () In(G()),
as n goes to oo, where i() is a mean zero gaussian process defined by

. [ taz(x) [y tdZ(x)
L(- :sz. +001a:7 _ +Ooa; ~ ’
( ) ( )fo ;dsz<.T) f(] ;dsz(I)

Z(-) is a mean zero gaussian process defined on [0, +00| with covariance
function given by

< Z(S), Z(t) >= sz(s)ézb(t) /Os %

and U is a mean-zero normally distributed r.v. with variance given by

~ +oo dG ;v (x) too dG ;. (x)
v(U :/ G+oo—Gx2—Z—+/ Go(r) "
Y R R PIr R S AT
dG 5 (x)
Gi(2)S(x)

The proof of the above theorem requires the following key result proved
in appendix.

_ 2/0 OO(Gl(—l—oo)—Gl( )Gz ()

Lemma 2. Under Assumption A, the following weak convergence holds in
D[0, o] x R

19 Ja (@Z% - SZ(')) o, (Lé)) |

as n goes to oQ.
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Proof of Theorem 2.
In view of equation (15), we have

Vi (Gx() = Gx(D) = Vi (24Ga(),8) = @Gz, ) ).

where (-, -) is a map from D[0, o] x R to [0, co) defined by ®,(f(-),r) =
(1 — f(t))". A two-terms Taylor expansion of the map (z,y) — h(z,y) =
(1 — z)Y assures that ®(-,-) is Hadamard-differentiable with differential
D®fey . at (f(-),r) defined, for all (h(-), u) in D[0, co] x R, by

Dy (h(-),u) = u(l — f())" In(1 = £(£)) = r(1 = f(£))""h(t).

The functional delta method in its version of Theorem 3.9.4. of van der
Vaart & Wellner (1996) applies and gives the result of Theorem 2.0

We now come back to the “without censoring” case which was of original
interest. In this case, the observations are given by Z° and 6° where the latter
is now defined by

s_ 1 if Zh=X
12 if zb=Y?

As an estimator of G'x (+) one can still use

Cx(t) = (1 - éz(t)>a, forall ¢ > 0,
where

t1 34
. LG
Gy(t) = Jy 24G 2 (%) .t > 0.

o5 LdG o (2)

But, in the absence of censoring, the Kaplan-Meier estimator G (- ) is noth-
ing but the empirical survivor function defined by :

Goplt) = % D)
i=1

The statistic G1(+oo) still gives us an estimate of o and, now, we have the
simplified expression:

_ Ny(+00)

o0=—"

n
which is the observed proportion of death due to cause A.
The following corollary derives the asymptotic behaviour of our estima-

tor in the “without censoring” case. It is easily obtained from Theorem 3

on noting that S(-) is now equal to G ().
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Corollary 1. The following weak convergence holds in the Skorohod space
D0, oo]:

Vi(Gx () = Gx() = €() = aGz(-)L() + UG() In(Gz ().
as n goes to oo, where fj() is a mean zero gaussian process defined by

+oo
< ldz@) [y tdZ(a
o pdGp (@) [ %dGZb( )

L(-)=Gun()

Z(-) is a mean zero gaussian process defined on [0, +00| with covariance
function given by

< Z(s), Z(t) >= Gz (max(s,t)) — G (s)Gy(t)

and U is a real r.v. with distribution N (0, (1 — ).

4. ILLUSTRATIVE EXAMPLE

The statistical analysis of the proportional hazards competing risks model
developed here under the length-biased sampling scheme is of wide rang-
ing interest. Its applicability extends well beyond the epidemiologic studies
involving follow up of prevalent cases identified through a cross-sectional
study. Here, we present an application to a well-known problem in politi-
cal science. In those parts of the world where democratic institutions and
constitutional practices are firmly entrenched, change of government fre-
quently occurs through non-constitutional means (such as coups). In such
situations, it is of interest to be able to estimate and predict the duration for
which political and executive leaders hold power. The question is of more
than academic interest as the length of a leader’s stay in power may affect
economic and human right issues. Bienen & M’Lan (1991) is a pioneer-
ing study of the time of power for primary leaders of countries world-wide.
They provide, analyze, and interpret data on duration (in years) in power
for 2,256 leaders from 167 countries for a 100 years period terminating in
1987. However, we are interested only in a subset of the original data, con-
fined to countries outside of Europe, North America, and Australia; and
restricted to leaders who were in power in 1972. There were 99 such lead-
ers facing two competing risks: exit by constitutional means (risk A) and
non-constitutional means (risk B). We treat other termination modes as cen-
soring. Bienen and van de Walle’s data is rich in covariates. Allison (1995)
gives an analysis of covariates effects via Cox models for a subset consist-
ing of 472 spells of time in power beginning in 1960 or later. Although
our analysis is not concerned with covariates and, unlike Allison (1995),
we are estimating in the length-biased set up; we note from Allison (1995),
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that the two risks - constitutional and non-constitutional exits - have propor-
tional hazards. This proportionality is indicated by Fig. 2 which provides
the plots of log-log survivor functions for the two risks against time. Notice
that the log-log survivor functions of Fig. 2 have been estimated from the
initial sample (the sample with 472 spells used by Allison (1995)). Figure 3
shows the survivor function corresponding to risk B when estimated from
the initial and length-biased samples. Our estimator, although based on a
length-biased sample selected from the initial sample, performs quite well
as compared to the Kaplan-Meier estimator computed from the whole initial
sample. The length-biased sample is only about 20% of the initial sample
of 472 spells.

5. SIMULATION STUDY

We carried out Monte Carlo simulations to compare our estimator in Case
1 (independent censoring preceding length-biased sampling) with the true
survivor function when the two independent competing risks are Weibull
distributed. More precisely, we consider two scenarios:

e Scenario 1: Gx(t) = exp(—t'®) and Gy (t) = exp(—0.6t'%), for
allz >0

e Scenario 2: Gx(t) = exp(—0.6t°) and Gy (t) = exp(—t'?), for
allt >0

In the first scenario, the lifetime of interest X is stochastically smaller than
Y, while in the second scenario the reverse is true.

We generated a population of n; individuals whose birth times follow a
homogeneous Poisson process with intensity A = 1 on the interval (—10, 1).
For each individual in this initial population, a censoring time was simulated
according to an exponential distribution with parameter p. The length-
biased sample consists of the individuals alive, but not censored, at time
to = 0.5. We chose the values of the parameters n; and p in order to get
censoring levels of approximatively 5%, 10% or 30% and sample sizes of
n = 100 or n = 1000 for the length-biased data.

The simulation design described above was replicated 1000 times. Ta-
bles 1 and 2 give the resulting Monte Carlo estimates of the classical mean
integrated squared error (MISE) and a scaled mean integrated squared error
(SMISE). The MISE is defined as

A

MISE(Ci) = [ B | (6x(0) - Gix(0) 1t < T )|
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FIGURE 2. Estimates of the Log-log survivor functions for
cause 1 (dotted line) and cause 2 (dot-dashed line), using the
initial sample.

where T(bn_l) is the (n — 1)-th ordered statistic in our sample, while SMISE
is defined as

1 (Gxt) - GX(t)>2 I(t<Th )

(n—1)

dt.

SMISE(Gy) = / E
0

The number of grid points to approximate the integrals is set as 1000.

One can see in these tables that both the MISEs and SMISEs always
decrease with the number of observations. This illustrates the consistency
of our estimators.
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Survivor function
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I
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FIGURE 3. Estimates of the survivor function for cause
2: Kaplan-Meier estimator (hyphenated line) based on the
whole initial population and Case 1 estimator (solid line)
based on the 1972 cross-sectional sample from the initial
sample.

In Table 1 and 2, one can see that the MISE does not necessarily increase
when the proportion of censoring increases. This can be explained by the
fact that the interval [0, T 81_1)] on which the MISE is calcuted decreases
when the censoring increases, see e.g. Geffray & Guilloux (2011) for de-
tails. On the other hand, the SMISE, which is normalized with respect to
the length of the interval [0, T, (bn_l)] , has the expected behavior: it increases
as the censoring increases.

30
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Censoring
5% 15% 30%
100 |46 (32)|57 (3:84) 53 (44)
1000 | 1I-0 (0-5) | 1-0 (0-6) |12 (0-7)

TABLE 1. Simulation results under Scenario 1. Monte
Carlo estimates of MISE*10? and SMISE*10? (in parenthe-
ses) for Case 1 estimator

Censoring
5% 15% 30%
100 ||3-0 (2-1) |33 (2:6) (32 (27)
1000 || 0-9 (0-5) |09 (0:6)|0-8 (0-6)

TABLE 2. Simulation results under Scenario 2. Monte
Carlo estimates of MISE*10? and SMISE*10? (in parenthe-
ses) for Case 1 estimator
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APPENDIX 1: PROOF OF THE LEMMAS

Lemma 3. As n goes to +00, we have the following weak convergence in

D[0, o0] x R:
/i <Az(2 - z<->) D, (L[(]')) |

=

I
Q
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y = [ I S A A O
L() = /OZ [ de(u)dZm(z) /0 (Zf;m%de(u))QdFm(z),
20) = Z)+4()+ Za()

Zo(-) = Zi() + Zs(")

1

U= m[(l — @) Zy(400) — aZy(400)).

Proof of Lemma 1. From the expression of Az (-), Az(+), & and o given in
Section 2.3, one can write:

A 0 () Fy (")
/i (Az(;s)é - 22(')) =val|v| B0 |- ?8 ;
Fy() 2(

Jo() T T ) d(f1(2) + f2(2))
77Z} fl() _ <f0 zf] ad(fo(u)w 1 9 ) |
f2() e

Let us denote by 1! and 1)? respectively the first and second coordinate of
the function 7). Rather straightforward arguments of differential calculus

give us that the differential D¢(lfo(~),f1(-),fz(-)) of Yl at (fo(-), f1(-), fo(+)) €
D3y [0, 0] is, for all (go(+), 91(-), g2(-)):

Doy nonpan@0()g1(), 92(-))
‘ 1

/o 2 [ Yd(folu) + fo(u) + folu))
/' 2 [ Ld(go(u) + g1(u) + ga(u)) 2
0 (2 S5 d(fo(w) + fiw) + folw)

On the other hand, the differential of )2 is

d(g1(2) + 92(2))

d(f1(2) + fa(2))-

Jfa(+00)
+00) + fo(400
fi(400)

— +00).

(o) + falroo? 27
We are thus in a position to apply the functional delta-method on the
weak convergence (12) of the sub-distribution empirical processes. This

DUy pi o (90(), 91(), g2(4)) = o o (+00)
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gives us the expected weak convergence of Lemma 1. The expression of
the limiting process is easily obtained if one note that we have:

F'(:) = Fy() + F{ () + F3 (), Fip(1) = FY() + F (),
Fyy(+00) = pr(3” # 0)
and o = F}(+00)/Fpy(+00). O

Lemma 4. Under assumption A, as n goes to oo, the following weak con-
vergence holds in D[0,00] X R

Jn (G'ZQ - GZ(')) 2, (ilﬁj)) .

a—

Proof of Lemma 2. From Theorem 3 of Dauxois & Guilloux (2008), we
have, under Assumption A,

Gp()—Gp()\ D Z()
\/_ Z Z N -
Gi() = Gi() Z1()
in D?[0, oo, where Z(-) is defined in Theorem 3 and 7, is a mean-zero
gaussian process defined on [0, co| with covariance function given by

< 21(3), Zl(t) >
- [N @0 -G gt

Gi(u)S(u—)’
It is easily seen that

—(G2() =Gz _ - (@G () = ®(C()
f( a—a ) f( Gh(00) — Gi(0) )
where @ is a map from D[0, co| to D[0, co| defined by
o Jozdf(2)
AR

The map ® is Hadamard-differentiable with differential D®¢ () at Gu()
defined, for all A(-) in D[0, o], by
1 +oo 1
D, () = +{2 1dh —Gp() {000 2dh(2)
fO ;dsz< ) fO %dsz<Z)
The functional delta method in its version of Theorem 3.9.4. of van der
Vaart & Wellner (1996) ends the proof of this lemma.O




