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1 Introduction

The goal of this technical report is to review some of the main contribu-
tions in the area of multivariate survival data and to propose some possible
extensions. In particular, we have concentrated our search and study on
those papers that are relevant to the situation where two (or more) consec-
utive variables are followed until a common day of analysis and subject to
informative censoring.

In two different situations we have encountered consecutive times subject
to dependent censoring and we have not found standard tools to estimate
their corresponding joint distributions, neither to identify prognostic factors
for the joint survival. These two instances are briefly described below to
motivate the technical report but their specific analysis are not pursued here
and will be published elsewhere.

The first example corresponds to the joint estimation of the survival of
the first two times without treatment in a clinical trial known as the Tibet
project. Tibet is an ongoing trial in which an intermittent therapeutic strat-
egy aiming to improve the quality of life of HIV-infected patients, as well
as to reduce the toxic effects of HAART (Highly Active Antiretroviral Ther-
apy), has been assigned to each patient. This strategy defines a sequence of
successive stages on which the patients are alternatively without treatment
(state OFF) or under treatment (state ON). The process for an individual
consists of a series of sojourns in states OFF and ON and various lifetime
variables can be defined within this process. Of special clinical interest are
the lifetime variables 11,75, T3, ...,T,, defined as the length that a patient
stays on each stage. That is, T} is the time, from randomization, that a
patient stays without treatment. T, accounts for the time since the patient
restarts treatment until he/she is switched off and 73 denotes the second
time OFF, that is, the time that a patient is without treatment for the sec-
ond time. One of the goals of such a clinical trial was to characterize the
time spent in state ON (7%) for different sojourns in state OFF (7}), as well
as to study the second time without treatment (73) in relation to the first
time without treatment (7).

The second instance we have approached with a similar methodological
problem relates to the estimation of the maturation time and the senescentia
time of a climateric fruit and is of great importance in shell life studies. In
particular, our coresearchers are interested in bananas which are climateric
fruits harvested while still ”living”, and continue the same metabolic reac-



tions as when it is attached to the plant; it continues growing and maturing
(developing attractive flavors and aromas) and improving its eating charac-
teristics. During this period, banana consumer acceptance increases. At one
point, catabolic (degenerative/breaking down) biochemical processes replace
anabolic (synthetic/building up) processes. This change is called senescence.
It causes aging and finally death. In banana, the most obvious changes re-
lating to fruit senescence are peel color change, from yellow to black, and
softening pulp. During this period, banana consumer acceptance decreases.
We have thus a period of sensorial quality improvement (7}) followed by
a degradative one (T3). The correct estimation of both periods (consumer
acceptance versus consumer rejection) -dependent on the storage time and
conditions- is an exceptional tool to correctly manage the post-harvest prod-
uct, both for banana growers and retailers.

In those studies, where two, or more, consecutive times are observed
and the censoring mechanisms acts on their sum, the estimation of the joint
survival function of the first, 7}, and second, 15, duration has to take into
account the fact that Ts is only observed if T7 + 15 does not exceed the total
time of follow—up. That is, the censoring mechanism acting on 75 will depend
on T} and if T} and T; are correlated we will be dealing with a particular
case of dependent censoring.

The paper goes as follows. We start reviewing bivariate nonparametric
approaches in Section 2. We extend some of the bivariate proposals to the
case of two nonconsecutive times in Section 3. We devote Section 4 to in-
troduce the notation and construct the likelihood for the general problem
of more than two consecutive survival times. While in this section we state
a second order Markov assumption on which we base a Cox model and an
alternative partial likelihood, we postpone to Section 5 the formulation of the
time dependencies and trends via a Bayesian approach. Finally, in Section 6,
three regression models for multivariate survival times are discussed together
with the differences among them which will be useful when the main interest
is on the effect of covariates on the risk of failure.



2 Review of bivariate nonparametric approaches

2.1 Introduction and notation

The bivariate survival estimator is useful in predicting the joint survival
experience, in estimating the degree of dependence, in model building and
testing and in strengthening marginal analysis. As Gill (1992) points out is
a notoriously tough problem.

Methods for analyzing univariate censored data have been studied by
many scientists over the last decades, however, relatively little research has
been devoted to the analysis of bivariate observations in the presence of
dependent censoring. In many studies two times are observed, examples
include twin studies, matched pair studies, studies that record two different
failure times and studies in chronic diseases where recurrent and death times
are recorded. Other biomedical examples include times to severe visual loss
on the left and right eyes, times to cancer detection in the left and right
breast. AIDS studies present two important consecutive times: time to HIV
infection and subsequent time to AIDS diagnosis.

Most of the published papers concerning the nonparametric estimation
of the bivariate distribution functions under random censorship distinguish
whether censoring is bivariate —different censoring in each coordinate— or
univariate —the same censoring for both coordinates— but only few of them
take into account dependent censoring caused by successive times.

We present in subsection 2.2 an overview of several approaches under
independent right-censoring. Subsection 2.3 is devoted to the nonparametric
estimation of the survival function in the presence of dependent censoring.
This section concludes with a brief presentation of dependence measures.

Let T1 and T5 be two duration variables. Let F', F} and F; be the bivariate
and marginal distribution functions for (77,75) and let S, S; and Sy be the
bivariate and marginal survival functions for (77, T5):

) = Prob{T) <t,,Tp < ts}

S(ti,ta) = Prob{Ty > t1,Ty > ty}
) = Prob{T} <t;} Fy(ts) = Prob{Ty <ty}
) = Prob{T} > t;} Saz(ts) = Prob{Ts > ty}



Two different types of censoring can occur. Bivariate censoring implies
a different censoring random variable for each of the two coordinates while
univariate censoring would assume the same censoring for each coordinate.
For the first one consider the population of twins which have suffered a heart
attack and the interest relies on the elapsed time to the second heart attach
for each one. The censoring here will be, most probably, bivariate since the
follow-up time will be independent for each twin. On the other hand, the
joint behaviour of the ages of cancer diagnosis in each breast has major health
implications. The censoring —due to lost of follow-up or end of study— is here
univariate.

For the bivariate censoring define (C},C5) as the right-censor random
variables for (77, 75) and let G be the bivariate survival function for (C4, Cy):

G(Cl,CQ) = Prob{C'1 > Cl,CQ > 02}.

The observed vector is (Y7, Y2, Dy, Dy) where Y; = min{7},C;} and D; =
For the univariate censoring define C' as the right-censor random variable
for (T}, T,) and let G be the survival function for C:

Gi(c) = Prob{C > c}. (1)

Note that this is a particular case of bivariate censoring where Prob{C' =
C1 = Cy} = 1. The observed vector is (Y7, Y2, Dy, Do) where Y; = min{7},C'}
and D; = 1{T; < C} (j =1,2).

In either censoring case, assume that we have a random sample {(7';, Ty;, C1;, Co;), 0 =
1,...,n}of (T1, T3, Ci, Cs) from which the observed data is {(Y1;, Yai, D1i, Do;), 0 =
L,...,n}.

There is a complementary classification which distinguishes whether or
not the failures act simultaneously. When a study subject can potentially
experience multiple events, the data can fall into one of two categories: par-
allel and serial (Lin, Sun and Ying, 1999). In the parallel system several
possibly dependent failure processes act concurrently, while in the serial sys-
tem there is a natural ordering of the times of occurrence of events. In the
parallel system the censoring can be bivariate or univariate and most of the
papers consider the situation under which the vector (Cy, Cs) is independent
of (T1,T3) (or C independent of (71,7%)).

The serial sampling scheme, which is very useful for describing the evolu-
tion of a multistage disease process or a process of recurrent events, is affected
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by what is known as dependent censoring and is such that the censoring of
the second time depends on the first. We encounter this type of situation
both in the shell life of bananas and in the interruption times in the Tibet
clinical trial. This case is reviewed in subsection 2.3, where specific notation
and considerations about censoring is introduced.

2.2 Nonparametric estimation of the bivariate distri-
bution function under independent censoring

All the papers reviewed in this subsection assume independent bivariate cen-
soring, except the last one (Lin and Ying, 1993) which assumes independent
univariate censoring.

e The first paper that tackles the bivariate estimation problem for the dis-
tribution function from a nonparametric viewpoint is Campbell (1981).
Campbell derives two estimators for the bivariate distribution function
under the presence of independent pairs of censoring variables. The first
estimator is a reduced-sample estimator based on the factorization of
the bivariate distribution function for the observed random vector as
a product of the bivariate distribution function for the bivariate vec-
tor of interest and the bivariate distribution function for the censoring
variables. The second estimator is a discrete bivariate self-consistent
estimator. Campbell estimator is in essence a nonparametric MLE
(other approaches by Hanley and Parnes (1983)). Although these esti-
mators are shown to be strongly uniform consistent at a rate of conver-
gence equal to that of the empirical distribution function, they are not
necessarily monotone increasing in both coordinates and therefore not
a “legitimate” bivariate distribution function. Furthermore, the non-
parametric MLE does not have a closed form expression and presents
a nonuniqueness problem.

e Two years later Campbell and Féldes (1982) propose two path-dependent
estimators again under the assumption that the censoring times are in-
dependent of the failure times. Based on the path decomposition of
the bivariate survival function as the product of the conditional times
the marginal:

S(t]_,tQ) = PI‘Ob{Tg > tg‘Tl > tl}Sl(tl), (2)



Campbell and Féldes propose a one-dimensional Kaplan-Meier product
limit estimator for each term and their corresponding product as bi-
variate survival estimator. Their estimator, denoted by S'n, reduces to
the ordinary empirical survival function in the case of no censoring in
either coordinate. Note that for the implementation of such estimator
standard univariate survival software can be used. For each t1, Si(t1)
can be estimated by the ordinary Kaplan-Meier ignoring all the infor-
mation regarding T5. To estimate Sy, 1, (t2|t1) = Prob{Ts > to|T} > t,}
we calculate the Kaplan-Meier estimator of T, based on those individu-
als for which T} > t;. Their estimator is nevertheless uniformly almost

surely consistent for the survival S(t1,ts) with rate O(y/ longOg"). In the
same paper Campbell and Foldes propose a second estimator based
on the bivariate hazard function. They prove as well that this second
estimator is asymptotically equivalent to the first. This estimator suf-
fers from two drawbacks: it is not a legitimate survival function and is
dependent on the selected path and ordering of the components.

Tsai, Leurgans and Crowley (1986) propose a family of closed form es-
timators that are always survival functions based on a decomposition
of the bivariate survival in terms of identifiable survival an subsur-
vival functions extending Peterson’s ideas and some smoothing tech-
niques. Their estimators are fairly complicated and involve the esti-
mation of conditional survival functions using density estimation tech-
niques. Their estimators are kernel and bandwidth dependent. They
prove that they are uniformly consistent under bivariate censoring and
self-consistent under univariate censoring. However, the rate of con-
vergence of their estimator is slower than Campbell and Foldes and
Dabrowska and inferior to the rate for the empirical distribution func-
tion.

Burke (1988) modifies Campbell’s estimator in such a way that the
rate of convergence is preserved but the monotonicity requirements are
fulfilled. Burke proposes an estimator based on the representation of
the bivariate distribution function as the convolution of the subdistri-
bution which can be naturally estimated by the observed data and the
inverse of the bivariate distribution function for the censoring times.

Define the subdistribution function

F(z,y) =Prob{YV; <z,Ys <y,D; =1,Dy, =1}
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which can be expressed as the convolution of F' and G:

F(z,y) / / G(u,v)dF (u,v).

The bivariate distribution function F for the random vector (Ty,T3) can
be expressed in terms of F' and GG and is the basis of Burke’s approach:

F(z,y) / / {G(u,v)} " YdF (u,v) (3)

The subdistribution function F(z,%) can be naturally estimated from
the empirical subdistribution function

F (.CE y ZDlzDQz]-{YL, < x, }/27, < y}
=1
G can be estimated using the Campbell-Foldes approach computed
from the data (Y3, Y2;,1 — Dy;, 1 — Do) (i = 1,...,n). Denote the
estimator by G,.

The estimation of F' is accomplished plugging F,(u,v) and G, (u,v)
into the integral (21).

Pay) = [ [ {Gulwv)} dF, ()

1 n
- n ZDliD%{Gn(YmYm)}l{Yu <z, Yy <y}

i=1

Since F,, can be expressed as an integral of a positive function with
respect to a nondecreasing one, it is monotone nondecreasing in both
variables. One of the main undesirable features of this approach is
that only uses the information provided by the uncensored observations
(Ty < C1, Ty < Cy), throwing away the relevant information of censored
data points (T < C1, Ty > Cy) or (17 > Ch).

Dabrowska (1988) expresses the bivariate survival function in terms
of the joint distribution of the observable variables. She develops an
empirical estimator which is such that the marginals are given by the
univariate Kaplan-Meier, in the absence of censoring reduces to the em-
pirical survival function and is almost sure consistent. The undesirable
property is that it throws important part of the data away.
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Dabrowska defines a bivariate cumulative hazard function (a vector
function A(tl, tg) = (Alo(t1, tg), A()l (tl, tg), All(tl, tg))) and shows that
it determines the bivariate survival function. Furthermore she shows
that identifiability of S will follow if the bivariate hazard function can
be expressed in terms of joint distribution of the observables. Under
the assumption of independent bivariate censoring, she proves that S
is identifiable on the support of the bivariate survival function of the
observables.

The corresponding instantaneous bivariate hazard has as well three
components: A(ty,t2) = (Ao(t1,t2), A1 (1, t2), A1 (1, t2)) which repre-
sent, respectively, the instantaneous rate of a single failure at time ¢;
given that (T} > t;, Ty > ts), the instantaneous rate of a single failure
at time ty given that (7 > t1, Ty > t9) and the instantaneous rate of a
double failure at point (t1,?2) given that individuals were alive at times
Ty, = t1— and Ty = ty—, that is given that (17 > 1,1y > to).

Dabrowska’s estimators admits the following expression

S(ti,ts) = Si(t)S(t) [ [ — L(Au, Av)]

O0<u<ty,0<v<ts

where Sy (t1) and Sy(t,) are the corresponding univariate Kaplan-Meier
estimators and L is function of the empirical counterparts of

(A1o(t1, t2), No1(t1, t2), A1 (t1, ta)).

The Dabrowska estimator overcomes some of the undesirable features
of other proposals: nonuniqueness, inconsistency and lack of weak con-
vergence and for these reasons is to be preferred. Unfortunately, its
computation is quite complicated and the covariance function of these
estimators cannot be estimated analytically.

Prentice and Cai (1992), while approaching the problem of the char-
acterization of the dependence between T} and 75 using an estimator
for the covariance function for 7 and 75, propose a new estimator for
the bivariate survival function. They provide a representation for S
in terms of the marginal survivor functions and a differential function
which can be easily estimated:

S(tl, tg) = Sl(t1>S2(t2>L(t1, tg)



where L(tq,t5) is function of estimable differential functions. Further-
more, they provide another representation allowing to generate joint
survivor functions having specified marginal distributions and covari-
ance function.

St ta) = Si(t1)Sa(t2)[1 +/0“ /;2{51(“)52(?})}_10(61%dv)]

e Lin and Ying (1993) provide a simple nonparametric estimator of the
bivariate survival function under univariate censoring. It works under
the assumption that C = C; = (5 right-censors independently the
random variables (77, T3). The observed vector is (Y7, Ya, D1, Dy) where
Y; = min{7};,C} and D; = 1{T; < C}, (j = 1,2). Their estimator is
based on the following representation:

S(tl,tg) = Prob{Y1 Z tl,Yé Z tQ}/G(maX(t17t2))7

where G is the survival function for C' and it follows straightforwardly
from the independence between (77,73) and C. It is also natural to
estimate Prob{Y; > ¢;,Y3 > ¢35} by the empirical survival function:
n Y 1{Yy; > ty,Ye > to} and G can be estimated by the Kaplan-
Meier estimator from the data (C},d5) where

CZ* = min{Ci, maX(TM, T2’L>} = maX(YM, }/21)

and (SZC = 1{01 S maX(Yh-, YQZ)} =1- DliDQl‘.

This estimator is far simpler than the others, reduces to the empirical
survival function in the absence of censoring, converges weakly to a
zero-mean Gaussian process (properly normalized) and if the support
of C' contains the support of (17, 75), we will have uniform consistency
of the estimator over the entire support of S. Simulation studies sug-
gest that Lin and Ying estimator behaves similarly to Prentice-Cai and
Dabrowska estimator.

2.3 Nonparametric estimation of the bivariate distri-
bution function under dependent right-censoring

We assume that an individual may experience two consecutive events at times
T, and 17 + T5 which are measured from the start of the follow-up. Assume
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as well that the follow-up time is subject to independent right censoring by
C', which implies that 75 is subject to right censoring by C' — T}, which is
naturally correlated with 77 unless T} is independent of T,. The marginal dis-
tribution of T, cannot therefore be estimated by the Kaplan—Meier method,
and neither can the joint distribution of (77, T») be estimated by any existing
estimator for parallel events.

Furthermore, the bivariate distribution function F(¢y,t5) is not estimable
if t; + to > 7¢ where 7o = sup{t : G(t) > 0}. In other words, for any
Ty, = t1 < 7¢, T3 is only observable while T, < 7o — 1, and there is no
information in the data to estimate To > 7 —t;. This restriction is analogous
to the non-estimability of the Kaplan-Meier estimators beyond those values
larger than the total follow-up time.

The observed vector is (Y1,Ys, Dy, Dy) where Y; = min{7},C;}, D; =
H{T; < Cj}, Cy = C and Gy = (Cy —Th)1{T1 < Cy}. A different way of
representing the observables is via (Y7, Y5, 0) where

0=1< 2 if /'<C<Ti+T
3 it Tv+T1T,<C.

Note that when

1. 6§ =1 <= D; = 0 = Dy: the two durations are right—censored and
thus Y7 = C, Y5 = 0 and no information about 75 is available

2. 0=2<= Dy =1,D5 =0, T is observed while T5 is right—censored by
C' —T, which implies that T} is right—censored by a dependent variable
if T7 and T5 are correlated.

3. 0 =3<«= D;=1,Dy =1, T7 and T3 are observed.

Assume that we have a random sample {(7%;,T%;,C;),i = 1,...,n} of
(Ty, Ty, C) from which the observed data is {(Y1;, Ya;, D1;, Do;),i = 1,...,n}.

In what follows we review three approaches: Visser’s approach which
is valid under the assumption of discrete times and which is extended in
subsection 3.1 to the case of two non consecutive times, Wang and Wells’s
weighting approach, similar to the original way of defining the well-known
Kaplan—Meier proposed by Satten and Datta (2001) as an inverse probability
of censoring weighted average, and Ling, Sun and Ying which is a natural
extension of the univariate Kaplan—-Meier method.
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e Visser (1996) proposes a nonparametric estimator for the bivariate sur-
vival function when the two duration variables are successive, are al-
ways observed in a particular order, and the censoring mechanisms acts
on their sum.

Visser starts assuming that 7T}, 75 and C are discrete random variables
taking values in {0,1,2,..., K}, and therefore Y7,Y, are discrete as
well. We introduce the following notation for the bivariate survival
function of (77, T5), the survival function of 77, the conditional survival
function of Ty given T > k, as well as for the hazard function of 77,
the conditional hazard function of T, given T} > k and the survival
function of C:

Srom (k1) = Prob{Ty >k, Ty >}
STl(k‘) = PI‘Ob{Tl 2 k}
|

Sty (k) = Prob{T, > I|T} > k}
Stn=k(l) = Prob{T, >1|Ty =k}

A, (k) = Prob{Ty =k|Ty > k}
Ay (1K) = Prob{Ty =Ty > k,Tp > 1}
)‘Tz\Tl k() = Prob{Ty =1|Ty =k, T > I}

Sc(k) = Prob{C >k}

Note that, due to the fact that the random variables 77,75 and C are
supposed to be discrete and finite, Visser defines the corresponding
survival distributions at each time ¢ as the probability of being greater
or equal than ¢. It does not mean lose of generality for the subsequent
results.

Two different conditional survival functions are defined, namely Sz, (1|k)
and Sy, 1,k (1), and the corresponding hazard functions, namely Mg, 7, (1|k)
and /\T2|T1:k(l)‘

To achieve the main goal, that is the estimation of Sp, 1, (k,[), he uses
the fact that the joint survival can be factorized in terms of the marginal
and the conditional survival functions. The following equalities are
relevant:

Sty (k1) = St (k)Stym (Ik) (4)
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Furthermore, he takes advantage of the product limit factorization of
the survival in terms of the hazard functions. For k,l =1,2,... K:

STl(k) = (1_)‘T1<0))(1 _)\Tl(k_ 1)) (5)
Styr=k(l) = (1 =Arr=£(0)) ... (1 = Apyr=(l = 1)) (6)

It is also worth noticing that Sz, 1, (I|/k) can be written as follows:

Prob{Ty > 1,11 > k}

Sty (k) = Prob{Ty 2 U|Ty = k} = Prob{T\ > k}

= (S (k)" Prob{Ts > I|Ty = j}Prob{T; = j}

j k
= ST1 Z ST2|T1 J PrOb{Tl - j}
= (Sp(k ZSTQm (DS () =S (G+1)) (1)

Equalities (4) and (7) imply that in order to estimate St 1, (k,[) we
only need to estimate St, (k) and St,1,=;(1). The estimation of Sy, (k)
is straightforward though the Kaplan-Meier estimator.

In general estimators for Ap, (k) and for Ap, =« (1) can be derived based
on the observations (Y3;, Yo;,9;) (1 =1,2,...,n).

Denote by nig, nokr, nag the following counting processes:
ny = Yy UYyu=kd =1}
i=1

Nopl = Zl{Yu =k, Yy =10, =2}

=1

ngw = » HYiu=kYy =10 =3}

=1

that is, nyp counts the number of censored individuals at k& months
(for these individuals T} > k and T3 is not defined), ngy counts the
number of patients whose first duration is equal to £ months and who
are censored after k4! months (for these individuals 7 = k and Ty > 1)
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and ns; counts the number of patients with a first duration equal to &
months and a second duration equal to [ months (for these individuals
T, = k and T, = 1). Denote as well ny. = S5, (now + nsp) which
counts the total number of individuals whose T} = k irrespective of
their status on 75.

The likelihood for the n observations is as follows:

n

L = H {Pl”Ob{Tl > Y14, C= yli}l{(siZI}

i=1
Prob{T} = y1i, Ts > yai, C — yri = yo; } 102}
Prob{T\ = y1;, Tp = i, C > y1; + y2i}1{6i:3}}

and the corresponding log likelihood looks like as

L = log L = Z{l{(;Z = 1}logPr0b{T1 > Yii, C = yh}
=1

+ 1{0; = 2} log Prob{T1 = v1;, T > y2i, C — y1i = Yoi }
+ 1{6; = 3} log Prob{T\ = y1;, To = y2i;, C > y1; + y2i} } -

Since our variables are discrete, the possible values for yy;, y2; and C
are only {0,1,2,..., K}, thus £ can be rewritten as

K
L = ank log Prob{T} > k,C = k}

i
I

_|_
M=
Wk

naow log Prob{Ty =k, To > 1,C — k =1}

=
Il
,_.
o~
Il
i

+
M=
M=

ngk log Prob{T, = k, Tob =1,C > k +1}.

B
Il
—

=1

Factorizing each probability into the conditional probabilities we can
rewrite:

K K
L = > nylogProb{T > k|C =k} + ) nixlogProb{C =k} +

k=1 k=1

13



K K K K
> nowlogProb{Ts, > UT1 = k,C —k =1} + > noylog Prob{T} = k|C — k =1}
k=11=1 k=11=1
K K K K
> nowlogProb{C —k =1} + > > ngulogProb{Tr =T\ = k,C > k+1} +
k=11=1 k=11=1
K K K K
> naulogProb{Ti =k|C > k+1} +> > ngulogProb{C > k + [}
k=11=1 k=11=1

and since C' is independent of (T3, T5), it follows

K
L =" ni(logProb{T} > k} + log Prob{C' = k}) +
k=1

K K
> naw(log Prob{Ts > l|T} = k} + log Prob{T} = k} 4 log Prob{C — k = 1}) +
1

b
Il
Il
-

K K
> ngw(log Prob{Ts = l|Ty = k} + log Prob{T} = k} + log Prob{C > k +})
k=11=1
K
= Z{nk log Prob{T} = k} + ny; log Prob{Ty > k}} + (8)
k=1
K K
Z Z{ngkl 10g PI‘{TQ = llTl = k?} -+ Mok IOg PI‘{TQ > Z|T1 = k?}} + (9)
k=1 1=1
K K

> {niklogPr{C =k} + > {nowlogPr{C =k + I} + ngu log Pr{C > k + }}}(10)
k=1

=1

= ETl + £T2\T1 + Lc.

All the expressions for the probabilities can be replaced by functions
containing uniquely Ar, (k) and to Ap,p—x(l). For instance,

L,

K
> {ny.log Prob{T} = k} + nyy log Prob{T} > k}}
k=1

K
= > {nlog A, (k) St (k) + naylog Sy (k + 1)}
k=1

= (e llogn (K) + log H (1= 2n () + maslog [[(1 = A, ()}
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K-1

= Y mplog Ar (k) + > (nag + i) D log(1 = Aqy (4) + D nag log(1 — Ay (k).
k=1 k=1

j=0 k=1

The nonparametric estimators for the hazard functions are obtained
after maximizing the log likelihood £ = Ly, + Lp,1, + Lc. Note that
we are in fact maximizing log L with respect to Ap, (k) and to Aqyjr, =k (1),
and because the terms act additively we can maximize first with respect
to Ar, (k) and then with respect to Aq, = (1).

Visser proves that the nonparametric MLE for A, (k) is given by

PV =k0 =2 Y (nog + naw)

M (k) = —
n(k) S 1{Y, >k} Nk + S0 (nog + nap)

(11)

which yields the discrete time Kaplan-Meier estimator after replacing
it in (5). On the other hand, the nonparametric MLE for Aq,r,—¢(() is
given by
N " 1{Yh:k,}/212176223}
Ay =k(l) = .
T2|T17k( ) Z ?:1 1{}/11 _ k,YéZ Z l}

=1

(12)

Replacing 5\T2|T1:k(l) in (6) provides the MLE for Sp,ipy=«(l), which
in turn can be replaced in (7) to obtain an estimator for Sz, r, (1|k).
Finally everything could be replaced in (4) to get the bivariate non-
parametric estimator for Sp, 1, (k, ).

Visser proves that both estimators, Ap, (k) and 5\T2|T1:k(l), are con-
sistent and asymptotically normal after normalizing by /n. He also
claims that both estimators are asymptotically independent. These
facts, together with the § method, allow him to prove that v/n(Sz, 1, (k, [)—
St,.1,(k,1)) is asymptotically normal, mean zero and with an asymp-
totic variance that can be estimated replacing the unknown functions
by their estimators.

The survival function S¢ of the censoring variable appears in the ex-
pression for the variances. It may be estimated by the product-limit
method.

Wang and Wells (1998) propose a path-dependent (nonparametric) es-
timate for the joint survival function of two duration variables.

15



Denote the observed sample by & = {(Y3;, Ya;, D1y, Do), i = 1,...,n}.
Consider a subset of S consisting of observations for which T} is ob-
served, that is §* = {(Y1;, Y2, D1; = 1, Dy;),i = 1,...,n}.

Following the notation introduced in subsection 2.1, they consider the
following path-dependent decomposition

S(tl,tg) = PI‘Ob{TQ > tQ‘Tl > tl}PI'Ob{Tl > tl}
= JT{1 - Anmsn(dv)}Si(t) (13)

v<ta

where A, 5, (dv) is the cumulative conditional hazard of 75 given
Ty > t;. Wang and Wells propose to estimate S(t1,ty) via estimable
components for Ag,p, ¢, (dv) and for S;(¢;) and to plug them into (13).

The estimation of the marginal Si(¢;) is accomplished via the Kaplan—
Meier estimator based on the observables (Yy;, Dy;) (i = 1,...,n). Note
that if T} is right—censored then §; = 1 and D;; = 0 while if T} is
observed then §; =2 or 3 (Dy; = 1).

The estimator for A, 1, ¢, (dv) extends Campbell and Foldes estimator
so that dependent censoring is taking into account. First note that if we
let Ry, (v|t1) be the risk set of Ty at time v given T} > tq, if v > 0 then
Ry, (v|t1) € 8*. An observation ¢ with the first duration T} = ¢y, affects
the probability of the corresponding Ty; being included in Ry, (v|t;) as
we see in the following expression

Prob{i € Rr,(v|t1)} = Prob{Yy; € t;,t1; > t1,D1; = 1,Ys; > v}
= Prob{Ty € ty;,t1; > t1, T2 > v}Prob{Cy > t1; + v}
= Prob{T) € ty;,t1; > t1, 1o > v}Gi(t1; +v).
Hence we will adjust this heterogeneity weighting each observation in
Ry, (v|t1) by an estimate of 1/G(ty; + v).
Wang and Wells’ estimator for Aq, 7,5, (dv) can be expressed as follows:
Ao (b) = ity 1Yo =0 Do = 1}/Gultie 0 (14
ZiGRTz(vhfl) 1{Ys; > v}/G1(t1; + v)
S G (Y +v) > 031{Yy > t1, Dy = 1, Yy = v, Dy; = 1}/G1(Yi; + )
> it 1{é1(Yli +v) > 0}1{Yy; > t1,D1; = 1,Y5 > U}/Gl(Yu +v)
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where G4 (-) is the Kaplan-Meier estimator of G4 (-) computed from the
data (Y1; + Yo, 1 — Dy;Do;) (i =1,...,n). Wang and Wells’ estimator
for S(ty,t9) is given by

S(th t2) = H {1 - AT2\T1>t1 (dv)}gl(t1>

v<to

Their estimator uses the information on the first duration to weight
each observation to unbias the effect of dependent censoring. The
marginal survivor function is estimated by Sh(ty) = S(0,%,). This es-
timator has a potential problem with the existence of S (t1,t2) when
Gl() = 0. 1If the largest value of Yi; + Yo, say c(,), is censored
(Dy;Dy; = 0 or §; = 3), then the largest observation of the censor-
ing variables is observed (1 — Dj;Dy; = 1) and hence Gl(c(n)) =0.

Wang and Wells show that S(t,,t,) converges in probability to S(ty, t,)
and claim that the limit distribution of \/n(S(ty,ts) — S(t1,15)) con-
verges weakly to a zero-mean Gaussian process, but the variance of the
limiting process is quite complex and is not given.

Lin, Sun and Ying (1999) propose an estimator for the bivariate distri-
bution F(t,t2) based on the relationship F(ty,t2) = L(t1,0)— L(t1, t2),
where L(ty,ty) = Prob{Ty < t;,T5 > to}. The estimator for L is de-
fined as

Lt ts) = 1 &Yy, <, Y >t}
n ni= Gl(Yu—i‘tz)

where G1(-) is the Kaplan-Meier estimator of G;(-) computed from the
data (}/12, 1-— D11> or (}/22, 1-— D21> (Z = ]_, A ,n). L(, ) would be an
unbiased estimator of L(-,-) if G; were known. Hence the estimator for
the bivariate distribution is defined ad hoc as

F(ty,ty) = L(ty,0) — L(ty, 1)

and is as well unbiased if G; were known.

Note that for the estimation of F'(t1,t3) when t; < oo only the ob-
servations for which 77 is observed are considered, that is only the
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observations inside the subset S*, defined as in Wang and Wells, will
be used for the computations. However, if we are interested in the
marginal F(t;) = F(t1,00), the estimator

. . 1 & Dy1{y; <t
F(tl,oo):L(tl,O):EZ 15(}) 1}
=1 1 12

is identical to the Kaplan-Meier estimator of F} if él() is the Kaplan-
Meier estimator of G(-) computed from (Y3;,1 — Dy;) (i=1,...,n).

Lin, Sun and Ying’s estimator reduces to the usual empirical distri-
bution function in the absence of censoring, is a natural extension of
the univariate Kaplan-Meier approach, is strongly consistent and the
process /n(F(-,-) — F(-,-)) converges weakly to a bivariate zero-mean
Gaussian process. The authors give an explicit expression, as well as
a consistent estimator, for the covariance function. This estimator,
however, is not always a proper distribution since it can yield negative
mass points.

2.4 Average relative risk dependence measure

Once we have an estimator for the joint survival for (77, 1), it is of interest to
have a measure which summarizes the degree of dependency or concordance
level between 717 and T,. To this end several proposals can be made.

Clayton (1978) and Oakes (1989) propose the cross ratio as a measure of
local dependence at (s, $2), that is,

F(dSl, dSQ)F(Sl_7 32_)

F(dsy,s5 )F(s7,dss)
= a(s2|T1 = s1)/Aa(s2|Th > s1),

c*(s1,80) =

where F(s1,$2) = Prob{T} > s1,T5 > ss} is the joint survival function. The
cross ratio is a type of hazard ratio or relative risk. An average of the cross
ratio over a period of time can be computed as a summary.

Another local measure could be based on Kendall’s coefficient of concor-
dance.

Fan, Hsu and Prentice (2000) propose a summary dependence measure
C'(t1,t2) based on the reciprocal of the cross ratio ¢*(sq,s2). The reason
of using the reciprocal cross ratio is that it can be consistently estimated.
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The average relative risk dependence measure over [0,¢1]z[0, t5] is defined as
follows:

f (51,59 (dSl, dSQ)
Ct,t) = - ( )

0 F(dul, dUQ)

dsl,s2 )F(s] ,ds2)
f F(ds1 dSQ)F(Sl_,S_ F(dsl’ dSQ)

1 — F(t1,0) — F(0,t2) + F(t1,t2)
o' Jo® F(s1,53 )Awo(dst, s3)Aor (1, dss)
1 — F(t1,0) — F(0,t2) + F(t1,t2)
where Ajg(dsy, s3) = —F(ds1, 85 )/ F(s7,83) and Agy(sy,dse) = —F(sy,dss)/F(s1,55)
are the failure hazards at (¢1,%s).

Under independent random censorship the measure C(t;,t2) can be esti-
mated nonparametrically by

o 52 F(51 ;g )Alo(dSb Sg )A01(81 ,d52)
{1- (tl, 0) — F(O,tg) +F(t1,t2)}

Clty, ty) =

where

o Flisa strongly consistent nonparametric estimator of /. Both Dabrowska
(1988) and Prentice and Cai (1992) propose such a F.

e Ay and Ag; are the Nelson-Aalen counterparts of Ajg and Ag;.

e Under weak conditions, C(ty,t5) is strongly consistent for C(ty,t,) and
KY2(C(t1,ty)—C/(t1,t5)) converges in distribution to a mean zero Gaus-
sian process, where K is the sample size.

e The covariance of C' is very complicated due to the complexity of F.

C(t1,t2) can be interpreted as a weighted average of the hazard ratio
=) with weight proportional to the failure time density at (t1,t2). Also
C(ty,ty) = 1if T7 and T3 are independent, while if they are locally positively
dependent 0 < C(t1,t2) < 1 and if they are locally negatively dependent
C(tl, tg) > 1.

Another meaningful summary dependence measure would be C' (1, 3)
since its range of values for positive and negative dependence and indepen-
dence agrees with the usual cross ratio local dependency measure.
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3 Extensions of the bivariate survival estima-
tor

3.1 Estimation of the bivariate survival function for
two not consecutive gap times. A discrete ap-
proach

Consider the situation in which individuals can experience at most three
events. Here we focus our interest on the successive times, 737,75 and T3,
between these three events. It is convenient to define three different stages
as follows: An individual is in Stage 1 while he does not experienced the first
event, is in Stage 2 after he/she has experienced the first event and before
the second one, and is in Stage 3 if he/she has experienced the fisrts and
second events and before the third one.

Due to the possible different nature of 77 and 73 compared to Ty we
start focusing our attention on the joint behaviour of (77, T3), taking into ac-
count Ty, and therefore looking at the distribution of (77, T3) as the marginal
bivariate distribution of (7}, T3, T3).

We generalize Visser’s nonparametric estimator for the bivariate survival
function which takes into account the dependent censoring implied by the
successive durations. As in Visser we assume that T3, T,, T3 and C' are dis-
crete random variables taking values in {0, 1,2,..., K}, and therefore Y7, Y5
and Y3 are discrete as well.

We introduce the notation Sies(a, b, c) for the joint survival function of
(T1,75,T5) and Sjx(a,b) for the bivariate survival function of (73,7)) (1 <
J, k < 3), that is,

5123(a, b, C) = PI'Ob{Tl Z a, T2 Z b, T3 Z C},
Sik(a,b) = Prob{T; > a,T} > b}.
The conditional survival functions for any subset of random variables
conditioned to any other subset can be defined straightforwardly. Due to the
nature of our random variables, we will only be interested in conditioning

to the past, that is T3 given Ty and 77, T3 given 77, etc. For instance, the
conditional survival function of T3 given 177 > a,

Sty (cla) = Prob{Ts > c|T} > a}.
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We also define the survival functions of T conditioned to (75 = 0,77 = a)
and of T5 conditioned to 1T} = a as follows

Stym=bri=a(c) = Prob{T3 > c|[T, =b,T1 = a}
ST2|T1:a(b> = PrOb{T2 > b|T1 = CL}.

Analogously we define the following hazards and conditional hazards and
the survival function of C' as follows:

Ar,(a) = Prob{T) =a|T} > a}
Ay (bla) = Prob{T, =b|Ty > a,T, > b}
Ay (clb,a) = Prob{Ts =c|T1 > a,T> > b,T5 > c}
Anyri=a(b) = Prob{T, =b|Ty = a, T, > b}
ATy (T = le a(c) = Prob{T5 =c|Ty =a, Ty =bT5 > c}
Sc(k) = Prob{C >k}

Note that the following equalities are straightforward:
ST17T3 ((I, C) = ST1 (a)ST:s\Tl (C|a)
K
Stym(cla) = Prob{Ts > ¢|Ty > a} = > Prob{T; > ¢, T» = k|T} > a}

k=0
K K

(15)

(16)

= (Sn(a)™ - DY > Prob{Ts > c|Ty = k, Ty = j}Prob{Ts = k|T; = j}Prob{T; = j}

k=0 j=a
K K

= (Sn(@)™t - D> Snym=kni=i(0)(Snmn=i(k) — Stym=;(k + 1)) (Sn (j) —

k=0 j=a

Sri(a) = (1 =Xz, (0))... (1= An(a—1))

Equalities (15) and (16) show that to provide an estimator for Sz, r,(a, c)

we only need to take care of the estimation of Sz, (j), Sy|1,=; (k) and Sz =k, =;(c)

fora<j<K+land0<k<K-+1.
By definition we will use

S1,(0) =1 = S1y1,=5(0) = Styy1=h,17=(0)

and
Sty (K +1) = 0= Spypy—j(K + 1) = Spymy=p,r = (K + 1)
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On the other hand the product decomposition (17) of the survival function
in terms of the hazards implies that to derive an estimator for Sy, 1, (a,c),
0 < a,c < K, it is only necessary to estimate Ar (j), Apr—;(k) and
Ay mo=ki=j(c) fora <j < Kand 0 <k < K .

Denote by nig, nogr, N3kim, Makim, 0 < k,I,m < K the number of observa-
tions for which (Y1 =k,0 =1), (Y1 =k, Yo =1,0=2), Y1 =k, Yo =1,Y3 =
m,d = 3), (Y1 =k, Yy =1,Y3 = m,0 = 4) respectively. That is, ny; counts
how many individuals in Stage 1 are censored at £ months, nox counts how
many individuals in Stage 2 have stayed k£ units of time in the first period
and [ units of time in the second period being censored at the end of the
study. ngg;, counts how many individuals in Stage 3 have stayed £k units
of time in the first period, [ units of time in the second period and m units
of time in the third one being censored at the end of the study, and finally
Ngrm counts how many individuals in Stage 4 have stayed k units of time in
the first period, [ units of time in the second period and exactly m units of
time in the third one, before the end of the study.

Summarizing,

nie = Zl{Yu =k,0; = 1}
i=1

Mokl = Zl{Yu =k, Yy =1,0; = 2}

i=1

Ngpm = Y1 =k, Yy =1, Y3 =m, 6 = 3}

i=1

Nagm = WY1 =k, Yo =1, Y5 =m, 6 = 4}
=1

The likelihood of the n observations is as follows:

= H {PrOb{Tl > Y14, C = yli}l{(sl:l}

i=1
PrOb{Tl =y, 1o > y2;, C — y1; = y%}l{éi=2}

Prob{T1 =y, Io = y2;, T3 > y3;, C' — (yu + y%) — y3i}1{5,-:3}
PI‘Ob{Tl = Y1, TQ = Y2, T3 = Y3, C > Y14 + Yai + ySi}1{5i:4}}

Denote by L the log likelihood, by £; = logL, (j = 1,...,4) and by
logP = log Prob.
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All the expressions for the probabilities can be replaced by functions
containing uniquely Az, (a), Ay =k(1), Anyym=1,n=x(m) and Sc(a). Indeed,

Ly = > 1{6; = 1HogP{Ty > y1;, C = y;}
i=1
K
= Z nik(logP{T7 > k} + logP{C = k})
= Z nix(log H (1 = Ar(a)) +1ogP{C = k})

= Z: N1k (Z: log(1 — Ap, (a)) 4 logP{C = k})

£2 = Z 1{5 - Q}IOgP{Tl = Y14, T2 > Y2, C— Y1i = 3/21}

& &

= > now(logP{Ts > l|Ty = k} + logP{T} = k} + logP{C =k +1})
k=0 1=0
K K

= > > nou(log H — Ay =k(D)) + log Ar, (k) + log St (k) + logP{C = k + 1})
k=0 1=0
K K

= Z Z Noki (Z log(l - /\T2|T1=k(b)) + IOg )\TI (k)
k=0 1=0 b=0
k=1

+ log(1 — A, (a)) +1logP{C =k + l})

e
|
o

Ly = > 1{6; = 3NogP{Ti = y1;, To = yoi, T3 > 3, C — (Y1; + Y2i) = y3i}
=1
K K K

= Z Z Z Nakim (logP{Ts > m|T1 = k, Ty, = 1} + logP{T> = l|T} = k} + logP{T} = k}

k=0 1=0 m=0
+ logP{C =k+1+m})
K K K

= > > > naum(log H (1 = Ay =k, 1=1(c)) + 1og Ay 1y =1 (1) + log Sy =k (1)

k=0 1=0 m=0

+ log Ar (k) + log STl(k) +1logP{C =k + 1+ m})
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Ly =

+

M=

K K m
S nspm (Z log(1 — Aqy1y =k, 1=1(€)) + 10g Mgy = (1)

=0 m=0 c=0

o~
Lo
o

(]

(1 = Anyyry=k(D)) + log Az (K)

I
Lo

Zlog 1—Ap(a ))—i—logP{Czk—i—l—i—m})

a=0

> 1{6; = 4HogP{Ty = y15, To = yai, Ts = y3i, C > y1i + Y2i + Ysi}
i=1
K K K

SN nuamlogP{Ts = m|Ty = k, Ty = 1} + logP{T> = I|T; = k}

k=0 (=0 m=0
logP{T} = k} +logP{C > k + 1+ m})
K K K

Z Z Z Nagim (log )\Tg\lek,TZ:l(m) + log ST3|T1=k,T2=l<m))

k=0 1=0 m=0
log )‘T2|T1=k<l) + IOg ST2|T1=k(l)
log Aq, (k) +log St (k) 4+ logP{C < k+1+m})

K K K m—1
Z Z Z Nakim (log AT3|Ty =k, Ty= (m) + Z log(1 — )\T3|T1:k,T2:l(C))
0 [=0 m=0 c=0

log Ay =k (1) + Z — Ay 1 =k(D))

k-1
log Ar, (k) + > log(1 — Apy(a)) +1ogP{C >k + 1+ m})

a=0

We can rewrite £ grouping terms that only depend on Ay, or on Ag, g
for k =0,..., K or on Aqyp—p1— for k,l =0,..., K or on C. Let denote
by Lry, Lryi1y, L1y 1 and Lo, the new terms, respectively, and we get

L= ‘CT1 + ‘CT2|T1 + ‘CT3|T1,T2 + ‘CC (18)

Maximizing (18) for a fix time ¢t = 0,..., K we obtain

Q d
)\Tl (t) - 7"_1:
5 ~ do _
nin=k(t) = - k=0,...,K
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d3klt

5\Tg,\lek,TQ:z(t) = k,1=0,...,K (19)

T3kl
where d and r denote the number of events and the number of individuals
at risk at time ¢, respectively, for the conditioned samples T}, T3|T; = k and
T3|T1 = kJ,TQ =[.

Replacing estimators (19) in (16) and (17) we obtain estimates for S, 7, (c|a)
and S, (a), and consequently for Si3(a,c).

3.2 Burke’s extension to two consecutive gap times

In what follows we propose an estimator for the bivariate distribution func-
tion for two successive failure times. This estimator extends Burke’s ideas
(1988). In this subsection we are in the same conditions and using the same
notation as in subsection 2.3.

In particular recall that we are assuming that the follow-up time is subject

to independent right censoring by C', which implies that T} and T} + T5 are
independent of C' but T, is subject to right censoring by C' — Tj. This
assumption can be equivalently expressed as either one of the following three
assumptions:
Assumption Al: Prob{T} < t;|C' = ¢} = Fi(t;) for all ¢; and ¢
Assumption A2: Prob{C > u +v|T; = u,T» = v} = Prob{C > u + v}
Assumption A3: dProb{T < wu, Ty <v|C > T, +Tr} = dF (u,v)

Define the subdistribution function

F(tl,t2> = PI‘Ob{lfl S thyvz S t2,5 = 3} = PI'Ob{Yl S tl,Yé S tQ,Dl = DQ = 1}

which can be naturally estimated from the empirical subdistribution function

n

1

=1

Proposition 1 If A2 holds, the subdistribution function F can be expressed
as the convolution of F' and Gy:

F(z,y) = /Ow/oy G1(u+ v)dF(u,v)
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Proof 1

F(z,y) = Prob{Y; <2,Y, <y, 0 =3} =Prob{T1 <z, T <y, T < C,, T < Co}
= PI'Ob{Tl S .I,TQ S y,Tl +T2 S Ol}

= /z /y Prob{C; > u+v|Ty = u, Ty = v}dF(u,v)
0 Jo

@ ry
= / / G1(u+ v)dF(u,v)
0o Jo
where last equality follows from A2.

Proposition 2 If A3 holds, the bivariate distribution function F' for the ran-
dom vector (T1,T3) can be expressed in terms of the subdistribution function
F' and the survival for Cy: Gy:

Flz,y) / / (G (u+v)}HdF (u, v) (20)
Proof 2
Flr,y) = / / dF (u,v) / / dProb{T) < u, Ty < v|Cy > Ty + Ts}

. / /y dPI‘Ob{Tl < u, Ty < v, Ol >T) + Tz}
B Prob{C; > u + v}

//y dFuv
G1U+U

where last equality follows from AS3.

(21)

The subdistribution function F(z,y) can be naturally estimated from the
empirical subdistribution function

Fo(z,y) n21{6 =3}1{Yy; <2,y <y}

=1

Since C; = C'is the elapsed time from randomization to closing the study,
it is observed for all individuals and therefore Gy can be estimated by the
corresponding empirical survival function

1 n
N5

The estimation of F' is now accomplished plugging F,(u,v) and G, (u+v)
into the integral (21).
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4 Multivariate Survival Data

Multivariate survival data refers to a sequence of survival random variables,
T1,15,T5,...,T,,, collected on the same individual. In this section we con-
tinue the approach, and extend the notation, taken in Sections 2 and 3 where
the random variables are sequentially observed and hence subject to the de-
pendent censoring caused by the date in which the follow—up is closed.

4.1 Notation

The multivariate distribution of (71,75, T3, ..., T,,) will be characterized by
the marginals and the conditional laws. Denote by f;, S; and A;, j =
1,...,m the marginal density, survival and hazard function of 7. Denote
by Str;_y,...;y and Ay, .1, J = 2,...,m the conditional survival and
hazard function of the random variable 7} conditioned to 7}_4,...,T;. We
use the symbol [ | for the joint laws.

As in most clinical trials the survival data is subject to right censoring.
We will assume that closing the study is the only cause of censoring, and thus
independent of all other survival and covariate information. As in Section 2,
denote by C' the elapsed time from randomization to closing the study and
by G the corresponding survival function. Note that C' will be considered
itself a random variable due to the large period of recruitment and that C
acts on the sum 7 +. ..+1T,,. Censoring due to lost-of-follow-up or withdraw
is non considered here. However, if it does occur, it will most probably be
informative.

Again, as discussed in Section 2, subsequent times 7; (j = 2,...,m),
depend on their previous times in the sense that 7j can be only observed if
Ti+...+T;, <C.

We introduce the following censoring variable

1 if C<T

2 if T <C<Ty+1T,

3 if Ti+Ty<C<Ti+Th+Ts
it

m if T1+T2++Tm_1§O<T1+TQ++Tm

That is, a given individual can only belong to one of the m + 1 stages defined
by 4. In Stage 1 (0 = 1): all the durations are right—censored. In Stage 2
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(6 = 2): T is observed while Ty is right—censored by C' — T}. In Stage 3
(0 = 3): Ty and T; are observed while T3 is right—censored by C' — (T} + T3).
Finally, in Stage m+ 1 (0 = m + 1): T, ..., T,, are observed.

The observed random variables for each individual are Y7 = min(7}, C),
Yé = I'IliIl(TQ,C — Tl)].{Tl S C}, }/3 == mil’l(Tg,C - (Tl + TQ))].{Tl + T2 S
C},.... Y, =min(T,,C—(T1+...+Tp1)){T1+...+T,—1 < C} together
with §. Thus the observed information for a given individual is summarized

by (ylay% vy Ymy 5)
We will assume that we have a sample and that the observable data are

{(yli; Y2iy -+ s Ymis 52),Z = 1, N ,n}.

To have a clear picture of the implications of the censoring mechanism
we define auxiliary censoring random variables ¢y = C, Cy = C — Ty,
C; = C — {;llTl, j = 3,...,m and describe the joint distribution for
(TI,TQ, NN ,Tm, 01702 ceey Om)

Proposition 3
[Tb---’Tm;Cl;-“;Cm] == [Tl,...,Tm,C]Am...A3A2A1
where

A= Aj(clty, ... ti-1) :{ 0 if ozcherwise.< 1 =

Proof 3 Straightforward multiplication rules allow to factorize the joint den-

sity:
[Tl,...,Tm,Cl,...,Cm] = [Tm|T17'--Tm—lacly---7Cm][T17--'Tm—lacly-"acm]
= [Tm|T1, c.. Tm—l; Cl, e Cm][0m|T1, c. Tm—l; Cl, c. ,Cm_l]
(C3[Th, Ty, Cy, Co][To|Ty, Cy, Co] [Ca| Th, CL][Th|Ch][Ch]
Since C1 = C' is known and C; is function of Th,...,T;_1, last expression
becomes proportional to the joint density of [T1,...,Ty] and [C]. Indeed,
Ty,...., T, Cy o, Crl = [TwlTh, .- T, Cl[Cr| T4,y - - T
-G, T[T, C)[Co| T [T €[
m—1
- [Tm‘Tl,Tmfl,C][C— Zﬂ'Th"'Tmfl]
=1

o O = (T + )T T[T T, CC = T T [T][C]
= [T, ... T, C) ... [T| Ty, Ty, O[] T1, CUT1|CC) A - . . AgAsA,
= [The. T, Ol A AsAsAy
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4.2 Likelihood Function

If we are interested in the joint behaviour of (77, ...,T,,), the contribution to
the likelihood of a given subject in terms of the observables (y1, ¥a, . - ., Yms1,9)
can be one of the following:

P = PI‘Ob{Tl > Y1, C = yl}
Py, = Prob{Th =y1,T5 > y2,C — y1 =y}
Py = Prob{Th =uy1,To = y2, T35 > y3,C — (y1 + ¥2) = ys}

Pm = PrOb{Tl =Y1,. .. 7Tm—1 = ym—lva > ymvc - (yl + ...+ ym—l) = ym}
Pm+1 = PI‘Ob{Tl :yl,,Tm:ym,C’>y1++ym}
For instance, an individual in Stage 4 has reinitiated treatment for the second
time before the study ends and has 77 =t < C, Ty = t, < C —t1, T3 =

ts <C —(t1 +1t2), Ty > C — (t; +t2 + t3) and § = 4 (See Figure 1). For this
individual

Py =Prob{Th =y, To = y2, T35 = y3, Ty > C — (1 + y2 + y3) }

Figure 1: Stage 4: T) =t < C, Ty =ty < C —t1, T3 = t3 < C — (t1 + t2),
T4>C—<t1+t2+t3) and 6 =4

OFF ON OFF ON
Rand 0 o o e

The likelihood for the observable data for a given individual is the product
of the probability of the m + 1 different situations. Note that every subject
will only contribute to one of these m + 1 factors.

Lik — P11{5:1}P21{5:2}P31{5:3} o Pr}1{~€1:m+1} (22)

Each term in (22) can be factorized following the usual rules. That is, for
any 1 <j<m

P, = Prob{Th =wy1,....Tj-1 =y;—1,T; > y;,C — (y1 + ...+ yj—1) = y;}
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= PrOb{T > y]|T1 =Yi,--- 7T’—1 - yj—l}
PrOb{Tl_y17---aT -1 = Yj- 17C=y1+--.+yj71+yj}

where in last equality C'— (y1 +...4+yj_1) = y; can be omitted as it is proved
in Proposition 3. Completing the factorization we have

Py = Prob{T; > y;|Th =y, ..., Tjo1 = yj—1 }Prob{Tiy = yja[Th =y, .. Tjo = yja}

.. Prob{T, = yo|T1 = 31 }Prob{T7 = y1 }Prob{C =y + ... +y;}

= STj\Tl,...,Tj,l(yﬂyl, . 7yj—l)/\Tj,l\Tl,..,,Tj,g(Z/j—1|y1, . ,yj—z)STj,ﬂTl,,..,Tj,g(yj—1|y1, < Y-

- Ay (Y2|y1) Sty (Yelyr) Ary (y1) Sty (y1) Prob{C =y + ... +y;}

where last expression is given in terms of the survivals and the conditional
hazards. Note that an individual whose § = j, will contribute to the estima-
tion of the following functions: St 1y .11, AM1y_y 11,750 ST, 1|1, Ty

In order to derive the hkehhood function for the observable sample
{16, Y2i - - - Ym+1i, %), 4 = 1,...,n}, we introduce some straightforward no-
tation: for any 1 < j < m, the probability P; for the i*" individual is given
by:

sz’ = ST-\Tl,...,Tj,l(y;Hyu, s Y- 1),i)>\Tj,1\T1,...,Tj,2(y(j—1),i|yu7 s ay(j—Z),i>
ST 1T, T 2( ’ylu e 7y(j—2),i>
. >‘T2\T1(y2z|ylz)ST2|T1 (Y2i|y1i) Ay (y1:) Sy (1) Prob{C = y1; + ... + i}

The likelihood for the sample can be rewritten as

Lik(sample) = H Plli{éizl}P21i{6i:2}P31i{5i:3} . Pl{fi;mﬂ}, (23)

m
=1

and collecting terms

Lik(sample) = [I TT{Snim...c; Wi vnir - - - G—0)0) Ay 1y (WG—1)
i=1j=1
ST 1‘T17 7T] 2( |y1177y(j—2),7,>

ATy (Z/zi’yli)STlel (Y2ily1i) Ay (Y1:) Sty (Y1) Prob{C = yy; + . ..

Last expression can be grouped differently in terms of the different con-
ditional laws.
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4.3 Modelling the time dependencies via Partial Like-

lihood
The expressions corresponding to P; will depend on the assumptions we are
making concerning the renewal times Ty, 75, ...,T,,. We assume now that

these times hold a second order Markov property and that their hazards are
proportional. Under these assumptions a simplified likelihood function is
given as well as a proposal for a partial likelihood.

The assumption of a second order Markov implies that the conditional dis-
tribution of 7T} given 71, ...,Tj_; only depends on T_5 and T);_;.That is, the
conditional distributions satisfy the following equalities: [T;|T4,...,T;—1] =
[T’jujjf%crjfl]v ] = 37 ceey MM

In order to characterize the joint density of (11, T, ..., T,,, C1,Cs ..., Cp),
we only need the conditional density function of T, given T3, named g
and the conditional densities of T; given T;_5 and T;_;, denoted by g;, for

Jj =3,...,m. Denote by G5 and G the corresponding distribution functions.
The contributions given by (22) are therefore proportional to
P1 - Sl(C>

P = ([, soltalt)dte) fi(t) = Ga(C = taltn) (e
/OO gm(tmltm—l; tm—2)dtm> gm_l(tm—1|tm—27 tm_3) o .gg(t2|t1)f1(t1)

.
C—(t1+...+tm—1)

Pm+1 == gm(tm‘tmflv tmf2> <. 92(t2|t1)f1(t1)

Then the likelihood for a given individual reads as
Lik = S$1(C)7 (Go(C = ta)t) fr (1)) %) % . x
(Go(C = (t1 + o)ty ti2) Gt (b1 [tm—2s s - - - ga(talty) fu(£1))r 0= (70m)
X (G (bt tin—s) - . ga(ta]tr) fa(£1)) 0

and rearranging terms
Lik = Sy(C)'"7 f1 (1) Go(C — ty[t) 0 go (ta[t)2 ..
Gm(o - (tl + ... tm—1>|tm—17 tm—2)61‘..6m71(1_6m)gm(tm|tm—17 tm—2)61m6m

m J—1
= SO fi(t) [T GH(C = S tyltjon,tya) 000 gty o) %
=1

Jj=2
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which is equivalent to

Lik = Si(y0)'"™" fily)™ 11 Giwilysr, mi—2)" 7107 g5 (51, 95-2) ™
7j=2
(24)
if we use the compact notation (y1, 01, Y2, 02, - ., Ym, Om)-

The likelihood is now rewritten in terms of the corresponding hazard and
cumulative hazard functions. Denote by hq, hs, ..., h, and by Hy, Hy, ..., Hy,
the hazards and cumulative hazards. Since

filt) = hi(t)Si(t1),  ga(talts) = ha(ta]t1)Ga(talt:)
9i(tilti-1,ti2) = hy(tlt1, t2)Gy(tslt -1, t-2),  J=2,...,m

(tl) = exp{—Hi(t1)}, Ga(t2]t1) = exp{—Ha(t2]t1)}
Gi(tiltya,ty2) = exp{=H;(t[tjn,12)}, J=2,...,m

The likelihood function given by equation (24) becomes after substitution

Lik = hl(yl)‘slexp{—del)}

X H hj (yj‘yjfl, yj72)51"'6j exp{—Hj (yjlyjfla y];Q)}él"'éj*l '
j=2

If instead of assuming a second order Markov property we would assume
that renewal times are independent, then the likelihood function is equal to

m

Lik = Si(y)"" filyr) H SR Mfg(?/j)(sl'"&j

Suppose now that we have a proportional hazards model for each time T;
conditioned to Tj_; and T}_,:

hi(t) = Aou(tr)
h2(t2‘t1) fy )\02(t2)6ﬁ21t1
hi(tiltioa, tima) = Aoj(t;)elinti-ithinti-z
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Assuming that A1 () = ... = Aom(t) = Ao(t) and denoting by Ay(t) the
baseline cumulative hazard function, (25) becomes equal to

Lik = (o)™ exp{—Ao(11)}

)\0 (y2)€521311>6162 (exp{_Ao(y2)€521y1 }) 01

()\O(yj)eﬂjlyjfl-i-ﬁﬂyjfz)51..-5g (exp{ Ao(y;)e Bi1yj—1+Bj2yj— 2})

X
~—

(51...(5j,1

X
s

<.
Il
w

I
s

Moy exp{~Ao(un)} (exp{—Ao(y)e®» })"

.
Il
-

(eXp{ Ao( ) ﬁ]ly] 1+[3J2yj 2}>61"~6j71 (25)

X
3

<.
Il
w

m
eYi—101---0;851 H eYi—201.--0;852
J=3

X

<
Il
N

If we define B2 = 0 (we can also choose (317 = 12 = 0) then we have a
more compact notation since we can write last expression (25) as

Lit = ] Oolu)™* exp{—Ao(y: }H<exp{ ) 19 })

1 7j=2
2
H Yj— léln-Ejﬁjl'

The likelihood function for the observed sample is then a product over
the n individuals of (26).

A partial likelihood is constructed via the product over every time T},
j=2,...,m of the following quantities:

—

J

H::]S

ﬁj1t§_1+ﬂj2t§_2 8;..80
(26)

n
i:l_[l (Zz* 1Jz*<tz) Bjrty* | +Batt ,

where Ji*(t) = 1{T;* > t}. Each term in equation (26) is the relative
contribution-hazard of a subject ¢ that has failed at time t} with respect to
all the other subjects at risk at time t;
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The partial likelihood would then be defined as

m n 6ﬁj1t§',1+ﬁj2t§',2
L = || Il . :
e (g )Pt it
§22i51 \ Dy S5 ()71
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5 Bayesian approach for modelling trends and
time dependencies

There are several ways of jointly modelling the longitudinal data and the
survival time. The most common methods consist on specifying a linear
mixed-effects model for the covariate process and a Cox proportional haz-
ards model for the survival. Generalization to multiple longitudinal data is
however complicated by the need to model the joint relationship among all
the covariates and the difficulty derived of high-dimensional integration in
the likelihood (Song, Davidian and Tsiatis, 2002).

An interesting issue to investigate when analyzing recurrent events is
whether or not exists a trend between the consecutive observed times. In
the Tibet clinical trial this is an important question which needs an answer.
Observing a trend of longer and longer times without treatment, would rep-
resent a very good behavior of the interruption treatment associated with a
strengthening of the immunologic system. On the contrary, a trend of smaller
and smaller times without treatment, or larger and larger times with treat-
ment, would be possibly associated with a deterioration of the immunologic
system.

To investigate the trend between consecutive times we propose two al-
ternatives. First, we model the time dependencies via indicators within a
proportional hazards model. Then, the observed times are used to model
the dependency between consecutive times. In both cases, after assuming
a specific model for 77, inferences on the parameters of interest could be
performed either by a maximum likelihood method or through the posterior
distribution following a Bayesian approach.

We have chosen a Bayesian approach as an interesting alternative to max-
imum likelihood methods since it provides a direct probabilistic interpreta-
tion of the posterior distribution and allows the incorporation of prior beliefs
about the distribution function. Furthermore, nowadays, the implementa-
tion of the Bayesian approach is much more easily-approached because of
the Markov chain Monte Carlo algorithms and their implementation with
programs such as Winbugs.

We describe both approaches assuming a Weibull model for T7.
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5.1 Modelling time dependencies via indicators

Following the notation from Section 4, let A;(¢) the hazard function of T;
and, for j = 2,...,m, A\jj_1,..1 the conditional hazard of T} given all previous
times Tj_1,...,T1. We define recurrently these conditional hazards as

Ao (E[t1) = A () - €™
Asj2,1(t|t1, t2) = Ao (t]tq) - e’

)‘j|j—1 _____ 1(t|t1, . ,tjfl) = )\1@) . 691+“'+9j71; j = 2, o, M. (28)

Note that et = My(t[t;)/M1(t) is the risk factor between 75 and T; and
€% = \3(t|t1,t2)/Xo(t|t1) is the risk factor between Ty and T5. In general, e
is the risk factor between consecutive times T} and Tj,;. A positive value
0r > 0 means that times T}, tend to be smaller than times Tj.

The likelihood function for this model is given in equation (22). The
different contributions into the likelihood for a given individual are:

P, = Prob{T, > F} = S(y)
Py = Prob{Ty =t;,T5 > F —t;} = fi(y1)San(y2) = M (y1)S1(y1) (S (ya)) P
Py = Prob{Th =t,, Ty =t3, T3 > F — (t1 + t2)} = f1(v1) fo1(¥2)S3j2.1(y3) =

= M (y1)S1(y1) M1 (y2) Soy1(y2) S3j2,1 (y3) =

= M (51)S1 ()M (y2)e” (S1(y2)) P (S (ys)) P10 H02)

Pn, = Prob{Ti=t1,....,Tno1 =tm-1, T >F —(t1 +... +tm1)}
= e(m‘2)91+(m‘3)92+'“+9m*2/\1(y1)>\1(y2) S /\l(ym—l) )
S1(y1) (1 (y2)) P (81 () T (S ()P E A0
Pny1 = Prob{Ti =t1,.... T, =tn} =
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— o(m=1)01+(m=2)02+...40m 1 A () A (y2) - A (ym) -

1) (S1 () ($1 (1) PO (S5 (g, )4,

where fj;—1,..1 and Sjj;—1,..1 are the conditional density and survival func-
tions, respectively, of T} given all previous times T_4, ..., Ty, forj =2,...,m.

We assume a Weibull distribution for 77 with the following parameteri-
zation (the one used by the Winbugs):

Ai(t) = ’Y)\tv_l

We denote this by T} ~ Weib(v, \) where ~ is the shape parameter and A is
the scale parameter.
Under modelization (28) the conditional hazards have the form

)\j\j—l,...,l(t|t17 . ,tjfl) = )\1<t) . €91+"'+9j71 = ’)/)\t'yil . 601+"'+0j71

which correspond to a Weibull distribution with shape parameter v and scale
parameter \ef1+F0i-1,

Therefore, to obtain the posterior distributions of v, A and 60;, j €
{1,...,m — 1} using the Winbugs program we only need to specify the fol-
lowing conditional distributions, indicating that the last time T;, is always
right censored:

T; ~ Weib(~, \)
To|Ty ~ Weib(y, Ae™)

Ts| Ty, Ty ~ Weib(y, Ae?172)

ToalTo1, ..., To, Ty ~ Weib(ry, et T2 +0m-1) yight censored at F — (t; + ... 4 ;1)

and prior distributions for v, A and 6;, j € {1,...,m —1}.
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The following code corresponds to a Winbugs program to analyze the first
consecutive 4 times assuming diffuse Gamma prior distributions for both ~
and A and diffuse normal distributions for 6;, j € {1,...,m — 1}.

model weibulll_4;
{

for(i in 1:n4){ # individuals with observed T_1, T_2, T_3 and T_4
t1[i] ~ dweib(gam,lambda);
t2[i] ~ dweib(gam,lambda2);
t3[i] ~ dweib(gam,lambda3);
t4[i] ~ dweib(gam,lambda4);

}

for(i in n4+1:n3){ # individuals with right censored T_4
t1[i] ~ dweib(gam,lambda);
t2[i] ~ dweib(gam,lambda2) ;
t3[i] ~ dweib(gam,lambda3);
t4[i] ~ dweib(gam,lambda4) I(c4[i],);

}

for(i in n3+1:n2){ # individuals with right censored T_3
t1[i] ~ dweib(gam,lambda) ;
t2[i] ~ dweib(gam,lambda2);
t3[i] ~ dweib(gam,lambda3) I(c3[i],);

}

for(i in n2+1:n1){ # individuals with right censored T_2
t1[i] ~ dweib(gam,lambda);
t2[i] ~ dweib(gam,lambda2) I(c2[i],);

}

for(i in n1+1:N){ # individuals with right censored T_1
t1[i] ~ dweib(gam,lambda) I(c1[i],);

lambda2<-lambda*exp (thetal) ;
lambda3<-lambda*exp (thetal+theta?2);
lambdad4<-lambda*exp (thetal+theta2+theta3l);

thetal™ dnorm(alphal,taul);

theta2 ~ dnorm(alpha2,tau2);
theta3 ~ dnorm(alpha3,tau3);
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sumthetal2<-thetal+theta?2;
sumthetal23<-thetal+theta2+theta3;

lambda ~ dgamma(1l.0E-3, 1.0E-3);
gam ~ dgamma(1l.0E-3, 1.0E-3);

alphal ~ dnorm(0, 1.0E-6);
taul” dgamma(1.0E-3, 1.0E-3);
alpha2 ~ dnorm(0, 1.0E-6);
tau2” dgamma(1l.0E-3, 1.0E-3);
alpha3 ~ dnorm(0, 1.0E-6);
taud” dgamma(1l.0E-3, 1.0E-3);
}
# Constants:
list(N=96,n1=55,n2=28,n3=13,n4=7) ;
# Initial values:
list(alphal=0, taul=1, alpha2=0, tau2=1,alpha3=0, tau3=1,lambda=1, gam=1);

5.2 Modelling the time dependencies using durations

Consider a modelization similar to (28) but using the observed times to model
the dependency between consecutive times.

As in previous sections, let A;(¢) be the hazard function of 77 and, for
J=2,...,m, Ajjj_1,..1 the conditional hazard of T} given all previous times
T;1,...,Th. We define recurrently these conditional hazards as

j
>\2|1(t|t1) = /\1(t) . eeltl
gt (tft1,t2) = Aoy (t]t) - €2

N1 a(ttn, o tj1) = Moo, (]t . .o tjg) - €1l
Which is equivalent to
Nijoroa(ttn, o tjoq) = Ai(t) - Ptttz g=9om. (29)
As before, the likelihood function for this model is given in equation (22).

The different contributions into the likelihood for a given individual are:
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b= Si(y)
P, = /\1(yl)Sl(yl)(Sl(yz))exp{Oltl}
PS - )\1(91)51(@1))\1(y2)601t1 (Sl<y2))exp{91t1}(Sl(ys))exp{91t1+92t2}

Pm _ 6(m72)91t1+(m73)92t2+‘..+9m_2tm_2)\1 (yl))\l (y2) o )\1 (ym71> X
U051 (32 PO (83 (g PPOD (5, (3)) O
Pm+1 — e(mfl)eltl+(m72)92t2+...+9m_1tm_1 )\1 (yl))\l (y2) L )\1 (ym> .
U005 (32 PO (83 (g PPOD (5, (3) O

To analyze model (29) from a parametric Bayesian approach we need
to specify each conditional distribution. As before, we assume a Weibull
distribution for 73:

Ai(t) = a0

and
Mot (Eftr, - Emr) = Ag(t) - 810000 = qap=h . ittt

which corresponds to a Weibull distribution with shape parameter ~ and
scale parameter \ef1fit-+bi-1ti-1

To obtain the posterior distributions of v, A and 0;, j € {1,...,m — 1}
using the Winbugs program we only need to specify the following conditional
distributions, indicating that the last time T, is right censored:

Ty ~ Weib(~, \)
To|Ty ~ Weib(y, Ae1)

T3‘T27 Tl ~ Vvelb(”}/7 )\eelt1+92t2)

Tl Tt - - ., To, Tt ~ Weib(ry, A1 H02t2tt0m—stm—1) yioht censored at F — (t; + ... 4 tm_1)

and prior distributions for v, A and 6,, j € {1,...,m —1}.
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6 Review of Multivariate Regression Survival
Models

6.1 Introduction

Multivariate survival data arise when each subject in a given study may
experience multiple events. Multiple events may be ordered or unordered. We
restrict this paper to the analysis of ordered events which includes recurrent
events of the same type, such as, repeated myocardial infarction attacks,
and ordered events of different types, like infection with HIV and subsequent
AIDS diagnosis. We review some of the contributions of the analysis of
multivariate survival data when the scientific interest center on the effects of
covariates on the risk of failure.
Models for multivariate survival time data can be classified as

1. parametric models which specify the structure of the dependence through
the joint distribution of the multivariate data,

2. regression models based on models for the marginal hazard functions
and

3. frailty models where the dependence is specified via random effects in
the model.

Both the first and last approaches rely on parametric assumptions which are
difficult to validate. For this reason in this paper we restrict our revision
to the second category which includes the marginal approach due to Wei,
Lin & Weissfeld (1989), the multiplicative intensity model by Andersen and
Gill (1990) and the conditional approach by Prentice, Williams & Peterson
(1981), referred hereafter as WLW, AG and PWP, respectively. All these
methods are sometimes called marginal approaches. That is, on one hand,
they model the marginal distribution of each failure time variable and, on
the other, the regression parameters are estimated ignoring the dependence
between related failure times with corrected variance. In this review we will
use the term "marginal approach” only when referring to WLW.

The main differences between these three methods are based on the fol-
lowing three points: the assumption on the dependence structure among
failures, the definition of the risk sets and the computation of the standard
error of the proposed estimates.
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6.2 Regression models for a sequence of survival times
based on the marginal distributions

Let Uy,...,U,, such that U; < ... < U,,, be the times of m consecutive
events. The times are measured from the same origin, for instance, from
the beginning of the study. Let Z;;(¢) be a vector of covariates for the i*™
subject at time ¢. The multivariate distribution of (Uy,Us, -+, U,,) will be
characterized by the marginals and the conditional laws. Denote by F}, f;,S;
and Aj, 7 =1,---,m the marginal distribution, density, survival and hazard
function of U;.

As in most clinical trials the survival data is subject to right censoring.
We will assume that closing the study is the only cause of censoring, and thus
independent of all other survival and covariate information. Denote by C' the
elapsed time from randomization to closing the study. Censoring indicators
are defined as p; = 1{U; < C}, for j = 1,...,m. Note that p; = 1
implies y1 = -+ pu;—1 = 1. Denote by X; = min{U;,C}, j =1,---,m. In
addition to censoring we also have to deal with missing data. The observation
of subsequent times U, (j = 2,---,m) depends on their previous times in
the sense that U; is only observed if U;—; < C. We define a missing data
indicator, R; , as R; = 1 if U; is observed or censored and R; = 0 when U; is
missing. In this last case, we set, for notational convenience, X; = X;_; and
i; = 0, though these cases will make no contribution to the estimations.

Suppose that there are n subjects. The observable data for subject i is
given by (Xui, ft1is Z1i, Ry -+, Xonis tomis Zmi, Rima), for i € {1,...,n}.

The methods considered in this section are based on a likelihood func-
tion (see (31)) which is built taking into account: 1) the specification of
the marginal distributions for U; (see (30)) and 2) a working independence
assumption concerning the failure times. Furthermore, inferences are per-
formed using standard univariate methods to estimate the corresponding
regression parameters assuming the U; are independent. When the consec-
utive times are not independent it is necessary to develop specific variance
estimation procedures.

Marginal distributions for each specific failure time U; are assumed to
follow a proportional hazards model,

Nji(t; Zji(t)) = Aoj(t) exp{B; Z;s(t)}, j=1,...,m, (30)
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with corresponding partial likelihood function given by

, — . eXp{ﬁiji(yji)} Bl
s g {ZZ=1 Hji(yj:) exp{3; Z;i(y;i) } }

where Hy;(t) is the risk-set indicator of individual 4 for the k' failure.
Under the working independence assumption, that is, assuming that the
consecutive times Uy,...,U,, are independent and independent censoring,
the overall partial likelihood function can be factorized as the product of the
marginal partial likelihoods, that is:
m

_ e eXp{ﬂiji(yji)} wji Ry
Ho= ]1_[1 z=Hl { ey Hin(yji) exp{ 85 Zn (y5i) } } : (31)

When Uy, ..., U, are not independent given covariates, expression (31)
does not correspond to the correct partial likelihood function and is referred
to as a pseudolikelihood function. However, if the marginal models are cor-
rectly specified, the estimator B which satisfies the pseudolikelihood score
equation, U((3) = 0, is a consistent estimator of the parameter 3 (Lin, 1994).

As mentioned in the introduction the most common approaches follow-
ing this working independence assumption are the marginal approach due to
Wei, Lin & Weissfeld (WLW), the independent increment method by An-
dersen and Gill (AG) and the conditional approach by Prentice, Williams
& Peterson (PWP). The three methods base the inferences on the pseudo-
likelihood function (31) and they differ in the way the risk-set indicators are
defined, in the use of the individual’s history data and in the use of different
time scales.

6.2.1 'Wei, Lin and Weissfield approach

The method proposed by Wei, Lin and Weissfield models the marginal distri-
bution of each failure time with a Cox proportional hazards model. The re-
gression parameters are estimated by maximizing the pseudolikelihood func-
tion (31) which is equivalent to the maximization of each failure-specific
partial likelihood. Moreover an estimator of the standard errors of the re-
gression parameter estimates is based on a sandwich estimator given in Wei,
Lin and Weissfield paper.

This approach is similar to the competing risks approach because treats
the ordered event as if they were unordered. That is, it is assumed that an
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individual is at risk of event j during its follow-up irrespectively that the
event j — 1 has occurred or not. However WLW follows a competing risk
approach. The risk-set indicator of individual & for the j*" failure time is
defined as

Hji(t) = I(Xji = 1)

WLW method does not use any information on the individual’s history
data and is only appropriate for analyzing total times, that is, times measured
from the same origin.

6.2.2 Prentice, Williams and Peterson approach

The method proposed by Prentice, Williams and Peterson is called the con-
ditional approach because it uses information on the individual’s history. It
is based on a stratified Proportional Hazards model (Cox, 1972) where the
hazard at time t is assumed to depend on the covariate process up to time t
and, the counting process defined by the number of failures prior to time ¢.
The regression parameters are estimated by maximizing the pseudolikelihood
function (31), as in WLW method, but now, the covariate process, Z;(t),
may contain information on the past individual’s history. In particular, ap-
propriate time dependent covariates may be used to capture the dependence
between the sequence of survival times. Also the risk-set indicator contains
information on the individual’s past history since it is assumed that an in-
dividual cannot be at risk of event j until event j — 1 has occurred. In this
case, the risk-set indicator of individual &k for the j failure time is defined
as
Hj (Zf) = I(Xj—l,k: <t< Xjk)

This approach also allows to analyze the effect of covariates on the gap
times between consecutive events. For this time scale, the hazard function
(30) takes the form

)\ﬂ(t, Z]z(t» = >‘0j (t - tk—l,i) exp{ﬁiji(t)}, ] = ]., oo, M. (32)

We define by Tj; = X;; — X;_1, the elapsed or gap time between the occur-
rence of event j — 1 and event j. Gap time T}; is right-censored when Uj;
is. When Uj; is missing, Rj; = 0 and the value of the corresponding gap
time T}; is also equal to zero by definition because, as we mention before, in
this case we set X;; = X,;_,,. However, these cases do not contribute to the
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inferences. The corresponding pseudolikelihood function for analyzing gap
times can be written as

ﬁU {Zk - exp{ 4 Z3i(yy1)} )}}“ﬂRﬁ (33)

xﬂ) eXp{ﬁJ Jk(yj Lk T Tji

where the risk-set indicator of individual & for the j*" failure time is defined
as

Hi (1) = 1Ty > ).
6.2.3 Andersen and Gill approach

The approach by Andersen and Gill is appropriate when one is interested in
the overall effect of covariates for recurrences of the same nature. AG can
be seen as a particular case of PWP where the marginal distributions are
assumed to have identical baseline hazard functions:

Nii(t; Zji(t)) = Xo(t) exp{BZ;i(t)}, j=1,...,m. (34)

In this case the overall pseudolikelihood function is given by:

n o exp {82 ()}
=111 {zk S Hu(0y) exp{m(yﬂ)}} (35)

where, as in PWP, the risk-set indicator of individual & for the j* failure
time is defined as

ij<t) = [(Xjflvk <t < X]k)

A gap time version of AG model is also possible following similar steps
as in PWP model.
6.2.4 Possible biased inferences

Each of the three methods described above may have potential biases if some
hypotheses are violated.

If the different consecutive survival times are conditionally independent
given covariates, then data is missing at random:

R]z P(T mlssmg | Ul, .. .7Uj_1,Z1i, .. -»Zji) = P(,I‘J missing | Zliy .. '7Zji)
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However, when an important covariate is not included in the model, then
the consecutive survival times are not conditionally independent and there-
fore data is not missing at random. In this case the estimations performed
with any of the above methods might be biased.

Thernau & Grambsch (2000) pointed out, using simulated data, that the
omission of a covariate can cause bias on the estimated parameters of the
other covariates included in the model. They establish a model with two
covariates (treatment and a per-patient covariate) and only treatment is in-
cluded in the model. Then they obtain a slight biased estimated parameter
when the method used is the AG while for the marginal and conditional
methods the estimation is seriously biased. They argue that in the condi-
tional model bias is due to loss of balance in the later strata and for the
marginal model, ignoring a covariate may violate the proportional hazards
assumption. Finally their work includes a brief comparison of the quality of
estimators when it is considered only the time until the first event. In this
case when a covariate is omitted the estimator is biased and the magnitude
of this bias is something between the AG and the conditional models.

Another source of biased inferences may be the violation of the propor-
tional hazards assumption. It is necessary to check if this assumption is
reliable. As we pointed out all of the three methods establishes a propor-
tional hazards model for each specific failure time.

6.3 Computational aspects

The models described in section 6.2 can be fitted using both SAS and S-Plus
system softwares. Each model requires an specific data set structure which
reflects the different definitions of the risk-sets.

To describe the different data sets we consider the following example
with three individuals: First subject experiences one event at time 12 and
was followed until time 45. Second subject has two events at times, 8, 32
and a follow—up to time 58. Third subject was followed during 50 days and
did not experienced any event.

The data set corresponding to this example is given in Tables 1 and 2.
Table 1 structures the data as it is required for PWP and AG approaches,
while Table 2 is appropriate for WLW approach.

The main differences in these tables is on the number of rows correspond-
ing to a given individual. That is, if an individual experiences two events (see
the individual with id = 2) then for the PWP model it defines three rows,
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Table 1: PWP and AG data set structure for total time scale

id | start | stop | status | enum
1 0 12 1 1
1 12 45 0 2
2 0 8 1 1
2 8 32 0 2
2 32 58 0 3
3 0 50 0 1

Table 2: WLW data set structure for total time scale. Since individual 2
experiences two events, every subject is described with three lines

id | start | stop | status | enum
1 0 12 1 1
1 0 45 0 2
1 0 45 0 3
2 0 8 1 1
2 0 32 1 2
2 0 58 0 3
3 0 50 0 1
3 0 50 0 2
3 0 50 0 3

one for each of the three time intervals, but if an individual experiences only
one event then it has one or two rows depending on the total follow-up time.
However if the method applied is WLW, then all the individuals has the same
number of rows defined by the maximum number of events that have the in-
dividual with the maximum number of events. In our example all individuals
have three rows defined by two events and the follow—up time.

Table 1 will be substituted by Table 3 if we are interested in the gap time
scale and the methods of PWP and AG are used.

Consider, in addition, a time dependent covariate x(t) which represents
the time of a specific intervention. z(t) is equal to zero until the time of the
intervention; at this time, and thereafter, z:(¢) is set to one. The intervention
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Table 3: PWP and AG data set structure for gap time scale

id | start | stop | status | enum
1 0 12 1 1
1 0 33 0 2
2 0 8 1 1
2 0 24 0 2
2 0 26 0 3
3 0 50 0 1

times for each individual are 25, 20 and 41, respectively. The data set cor-
responding to this example is in Table 4 for the methods PWP and AG and
Table 5 for the WLW approach. These data sets are builded in a similar way
than in the case of using time-dependent covariates in the standard survival
analysis of a univariate time. That is, it is needed a record for each value of
the time-dependent covariate.

Table 4: PWP and AG data set structure for total time scale

id | start | stop | status | enum | x
1 0 12 1 1 0
1 12 25 0 2 0
1 25 45 0 2 1
2 0 8 1 1 0
2 8 20 0 2 0
2 20 32 1 2 1
2 32 o8 0 3 1
3 0 41 0 1 0
3 41 50 0 1 1
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Table 5: WLW data set structure for total time scale

id | start | stop | status | enum | x
1 0 12 1 1 0
1 0 25 0 2 0
1 25 45 0 2 1
1 0 25 0 3 0
1 25 45 0 3 1
2 0 8 1 1 0
2 0 20 0 2 0
2 20 32 1 2 1
2 0 20 0 3 0
2 20 58 0 3 1
3 0 41 0 1 0
3 41 50 0 1 1
3 0 41 0 2 0
3 41 50 0 2 1
3 0 41 0 3 0
3 41 50 0 3 1

6.3.1 S-Plus and SAS codes

In this section we present the SAS and S-Plus codes to obtain the estimates
coming from the methods described above. We point out that in both soft-
wares these methods may be implemented using the standard procedures for
the analysis of univariate survival data.

In S-Plus the statements are based on the coxph function and the differ-
ences among the AG, conditional and marginal models are as follows:

e afit <- coxph(Surv(start,stop,status) ~ covl + cov2 + cluster(id), data=datal)

e cfit <- coxph(Surv(start,stop, status) ~covl + cov2 + cluster(id)
+ strata(enum), data=datal)

e wfit <- coxph(Surv(time,status) ~ covl + cov2 + cluster(id) + strata(enum),
data=data?2)
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Using the SAS system software the code is based on the phreg procedure.
In what follows we present the code to implement the AG, the conditional
and the marginal methods:

e proc phreg data=datal; model (start, stop) * status(0) = covl cov2; run;
e proc phreg data=datal; model stop*status(0)=covl cov2; strata enum; run;

e proc phreg data=data2; model stop*status(0)=covl cov2; strata enum;
id id; run;

Standard errors have to be corrected using the sandwich formulae.

For the marginal model due to Wei, Lin & Weissfeld (1989) there is also
a macro (WLW macro given, for instance, in Allison (1995)) for the SAS
software, producing tests and partial likelihood estimates. Standard errors

are already corrected. The macro incorporates a SAS/IML program (see
SAS/STAT Software: Changes and Enhancements, Release 6.10)
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