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Abstract

We consider the inverse problem of estimating a survival distribution when the survival times
are only observed to be in one of the intervals of a random bisection of the time axis. We are
particularly interested in the case that high-dimensional and/or time-dependent covariates are
available, and/or the survival events and censoring times are only conditionally independent given
the covariate process. The method of estimation consists of regularizing the survival distribution
by taking the primitive function or smoothing, estimating the regularized parameter by using
estimating equations, and finally recovering an estimator for the parameter of interest.
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1 Introduction

Under current status type censoring the time of occurrence T of an event
of interest is never observed, but instead at a random monitoring time C' it
is observed if the event has occurred or not. In the first case the indicator
A = 1{T < C} takes the value 1; it is 0 otherwise. Throughout the paper we
assume that we observe a random sample from the distribution of (C, A, L),
where L is a covariate process. We focus on the estimation of the marginal
survival function S(t) = P(T > t) at a fixed point ¢ > 0.

The covariate process is important for the estimation of this marginal sur-
vival function, to correct for possible confounding. We shall not attempt to
estimate the conditional survival function of 7" given L. In the case that L is
high-dimensional, and possibly time-dependent, the curse of dimensionality
would typically preclude accurate estimation of this full conditional distri-
bution. An extension of our method would allow to estimate the conditional
survival function given a low dimensional sub-vector of the covariate process
L. A trivial case is presented by a binary covariate, where the analysis could
essentially be carried out twice, though there will be some gain in adding the
estimating equations over the two subsamples and perform a joint analysis.
We do not discuss such extensions in this paper.

In the simplest version of the current status model the time of interest
T and the monitoring time C are assumed independent and S can be es-
timated by the nonparametric maximum likelihood estimator S, defined as
the maximizer of the likelihood

(1.1) S ﬁ(1 — S(C))AiS(Cy) A

=1

over all survival distributions S. The asymptotic distribution of S (t) was first
obtained by Groeneboom (1987), who shows that n'/3 (S (t)—S(t)) converges
to a nontrivial limiting law, which can be derived as a functional of Brownian
motion. We refer to Groeneboom and Wellner (1992) and van der Vaart
and Wellner (1996, Example 3.2.15) for published derivations of this result
(using somewhat different methods of proof). An attractive feature of the
maximum likelihood estimator is that it does not require the specification
of a bandwidth parameter. A drawback is its slow rate of convergence, but
this cannot be improved without a-priori restrictions on the parameters. In
this paper we aim at constructing estimators in more complicated current
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status models that retain the good properties of the maximum likelihood
estimators.

Often the assumption of independence of T" and C' is unrealistic, but can
be replaced by the assumption of conditional independence given a covari-
ate process L. (In the case of a time-varying covariate process this is to
be interpreted as “independent at every time instant given the past”. See
Section 3.) Furthermore, an observed covariate process may be used to im-
prove the efficiency of estimation of S(¢). One possibility is to model the
survival time 7" given the covariate L by a Cox model and use the method of
maximum likelihood. For a time-independent covariate vector L, this entails
maximizing the likelihood

(9, A) — H <1 . e—eeTLiA(Ci)>Ai <e—€0TLiA(CZ-)> 1*Ai’
=1

over all vectors # and cumulative hazard functions A. In the continuous case
the survival distribution of interest would be found as S(t) = Epe ¢ “A0)
and could be estimated by plugging in the estimators for 6§ and A. This
model is studied by Huang (1996) and Murphy and van der Vaart (1997),
who prove that, under conditions and if the Cox model is correctly specified,
then the maximum likelihood estimator for (6, A) is consistent, 0 converges
at \/n-rate with a normal limit distribution and A has a n'/3-rate in Ly-norm.
The limiting behavior of n'/3(A — A)(t) and n'/3(S — S)(t) at a fixed point
t appears to be unknown.

In the set-up of Huang (1996) the distribution of C' is modelled nonpara-
metrically (i.e. is left completely unspecified), whereas the distribution of T’
is modelled semiparametrically, by the Cox model. If the Cox model fails,
then the resulting estimators will be inconsistent. One purpose of the present
paper is to reverse the modelling assumptions: our estimators work for any
choice of the distribution of T, if a correct model for the distribution of the
observation times C' is available, for instance a Cox model. Here we follow
the method introduced by Robins (1993), Robins and Rotnizky (1992), and
van der Laan and Robins (1998). From a practical perspective it may be
more reasonable to put the modelling assumptions on the distribution of the
observation times. As these are observed the experimenter may be more able
to formulate a model and check its goodness-of-fit. In certain situations (e.g.
animal sacrifice studies) the observation times may be under the control of
the experimenter and hence will even have a known distribution.
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We are especially interested in the situation that the covariate vector
or process L is high-dimensional or time-dependent. Then some modelling
appears to be necessary to make the estimation problem feasible, due to the
“curse of dimensionality”. For instance, a full nonparametric likelihood in
the case of a time-independent covariate vector L would take the form

n

[T(F(C: | L) > F(C | L)'= G({C} | Ly).

i=1

Here F' and G denote the conditional distribution functions of 7" and C' given
L, and F = 1 — F indicates a survival function. For maximum likelihood
estimation of S(t) = 1 —ELF(t | L) we could drop the term involving G, but
it still appears to be unfeasible to maximize the resulting likelihood without
making some severe restrictions on the shape of F'(¢ | [), in particular regard-
ing its dependence on the (high-dimensional) argument /. For a discussion of
this issue see for instance the discussions of the paper Murphy and van der
Vaart (2000), and Robins and Ritov (1997). This situation aggravates if the
covariate process is high-dimensional and/or time-dependent.

van der Laan and Robins (1998) have suggested and implemented esti-
mators of S(t) based on estimating equations, thus avoiding the curse of
dimensionality of the likelihood. The basic idea goes back to Robins (1993)
and Robins and Rotnizky (1992). The method requires that the conditional
distribution G(c | I) of the censoring times be estimated consistently (at some
rate) and then works for any F'(¢ | 1), or alternatively makes this assumption
with the roles of F' and G reversed. The curse of dimensionality is avoided
by focusing on the estimation of a low-dimensional parameter, such as the
marginal distribution S(¢), letting the estimation of the other parameters
intervene at most in preliminary steps, and not striving after full, theoretical
efficiency.

As is clear from the results mentioned previously, the estimation of S(t)
based on current status data is an inverse problem, with an optimal rate
of convergence of n'/? if F' is specified nonparametrically or through a Cox
model. Because standard theory for estimators defined by estimating equa-
tions always yields \/n-rates of convergence, our use of estimating equations
needs explanation. Our approach is to use estimating equations for a regular-
ized version of the parameter S(¢). Here we consider three types of regular-
ization. The first is to smooth S(¢) by a kernel with bandwidth converging to
zero; this was already suggested in van der Laan and Robins (1998). Whereas
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van der Laan and Robins (1998) state results for fixed bandwidths, in the
present paper we validate the method for bandwidths converging to zero.
The second method of regularization is to estimate the primitive function S
of S, replace this estimator by its least concave majorant (as S is decreasing,
its primitive function is concave), and finally estimate S by the derivative
of the majorant. This method could also be described as isotonization of a
naive, preliminary estimator of S. The third method combines the two meth-
ods and consists of isotonization of the estimator of the smoothed S. The
second method is perhaps preferable, because it is bandwidth-independent
and produces monotone estimators of 5.

In order to identify S from the data it is necessary to make assumptions
on the dependence structure of T', C' and the covariate process L. In the
case that L is time-independent we assume that 7" and C' are conditionally
independent given L. More generally, if L is a stochastic process, we assume
the coarsening-at-random assumption. Informally, this requires that at every
time point ¢ the intensity of the occurrence of C' depends only on the history
of T and the covariate process up to that time point. The assumption is
described in more detail in Section 3.

The organization of the paper is as follows. In Section 2 we single out
the case of time-independent covariates. In Section 3 the method is shown to
work in the greater generality (and complexity) of “coarsening at random”
with time-dependent covariates. Sections 4 and 5 contain results about con-
cave majorants and entropies that are used in the proofs of the results.

Throughout we assume that the kernel £ used for smoothing is a bound-
ed probability density on [—1,1] C R with mean zero. The corresponding
survival function is denoted K. We let P, or Pr4 to stress dependence on
parameters, denote the true distribution of a single observation (C, 17<¢, L)
or (C, 1<, L) in the time-dependent case, P, the empirical measure of the
observations and G,, = y/n(P,— P) the empirical process. The notation a < b
means a < Db for a positive constant D that is fixed throughout. Definitions
and notations of entropy and covering numbers are given in Section 5.

2 Time-independent Covariates
The case that the covariate process is a random vector L is conceptually

simpler. For this reason we single out this special case in this section.
Throughout this section the variables T" and C' are assumed to be condi-
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tionally independent given a p-dimensional vector L, with conditional distri-

bution functions F'(¢ | [) and G(c | 1), respectively, where G(- | ) possesses

a positive Lebesgue density g(- | [) (at least in a neighborhood of t). Let

F(t]1) and G(c | 1) denote the corresponding conditional survival functions,

and let S be the marginal survival function corresponding to F'(¢ | [), i.e.

S(t) =ELF(t| L), where E;, means “taking the expectation relative to L”.
Our estimating equations are based on the function

_r(O(F(e| 1) )
gle] D

Up to a constant this is the efficient influence function for estimating the
functional [ 7(s)S(s)ds for a given function 7 : [0,00) — R, in the model
in which the conditional distribution F'(¢ | [) and the marginal distribution
of L are completely unspecified. In the special case that r is constant and the
covariate vector is empty this is proved in van der Vaart (1991), who also gives
precise conditions for the parameter [~ r(s)S(s)ds to be a differentiable
functional on the model. The present more general formula follows by similar
arguments and is given in van der Laan and Robins (1998, formula (10)).
It can also be deduced from the more general formula for time-dependent
covariates given in Section 3. Clearly some conditions are necessary to make
the formula well defined and represent the efficient influence function. Sharp
conditions need not concern us here. As we shall be interested in applying
the formula with r a local kernel, it will suffice for us that the function
g(- | 1) be bounded away from zero in a neighborhood of ¢. The fact that
(2.1) gives the efficient influence function is important for the interpretation
of our estimators, but does not intervene in the proofs of our results.
By direct computation it follows that, for any F, F), ¢1, g,

(2.1) W(F,g,7)(c,0,1)

+ /OOOT<S)F<S | 1) ds.

Prgb(F.g.7) = / T (s)S(s) ds
22) Pry(0(Frogr) —6(Fgn) = By [ rO(Fle] 1)~ Fle| D)

By the first equation we can view P9 (F},, g,,r) as an estimator of the inte-
gral [;%r(s)S(s)ds. The second equation shows that an estimating equation
based on 1 is “unbiased” as soon as either F' or g is correctly specified.



The International Journal of Biostatistics, Vol. 2 [2006], Iss. 1, Art. 9

2.1 Smoothing

Our first estimator of S(t), for a fixed value of ¢, is

Sn,b<t> - in(Fn7 n, k:b,t)a

where F), and g,, are preliminary estimators of /' and g, and k;; is a kernel
of bandwidth b = b,, centered at ¢, defined as ky(s) = k((s —t)/b)/b for k a
probability density supported on [—1, 1]. The estimator S, ;(t) can be viewed
as an estimator of Pr gt (F, g, kes) = [, kue(s)S(s) ds, which approaches S(t)
as b — 0.

The preliminary estimators F), and g, need to be chosen such that, for
some Fi, and goo,

t+by, )
(2.3) /tb EL(gn(c | L) — goo(c | L)) dc = op(by),
t4bn )
(2.4) /t_b EL(Fu(e| L) — Faole | L)) de = op(by),

25) [ (Rl D)= Plel D) (e | 1) = gle] 1)l de = o).

The expectation E, in these conditions refers to the integral over the variable
L visible in the formulas. The index P in the order terms on the right sides
refers to the n observations on which the estimates F), and g, are based,
which are not visible in the notation.

The limits F, and g in (2.3)-(2.4) may be arbitrary, but the third
requirement (2.5) suggests that at least one of Fi, or g., must be equal to
the “true” value, F' or g, of the corresponding parameter. Note that the
integration intervals are of length 2b,,, so that the first two displays do not
really require a rate of convergence of the estimators, but would typically
be satisfied if g, and F,, are (“locally uniformly”) consistent for g,, and F..
By the same argument equation (2.5) requires roughly that its integrand be
Op(bn>.

In our typical application we achieve these conditions by constructing g,
to converge to the true value g at rate op(b,) for b, = byn~'/3, and construct
F,, to be merely consistent for some F..
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Apart from these consistency requirements we also restrict the sizes of
the ranges of the estimators, as measured by entropy, so that we can use
empirical process methods to handle the estimated parameters £, and g, in
the definition of S, ;. Let N = I x RP for some fixed neighborhood I of ¢.
Then we assume that there exist n > 0 and classes F,, and G, of functions
f :]0,00) x R? — [0,1] and g : [0,00) X R? — [n,1/n] such that with
probability tending to one F, 1y is contained in F,, and g,1y is contained in
Gn, as n — 00, and such that, for some V' < 2,

< LV
(2.6) sgplog N(e,]:nlN,Lg(Q)) < <E> ,
< I\V
(2.7) SgplogN(g,gnlN,Lg(Q)) < (g) :

Theorem 2.1 Assume that (2.3)-(2.5) and (2.6)-(2.7) are satisfied, where
Fo- | D), F(- | 1), goo(- | 1) and g(- | 1) are continuous at t, uniformly in
[, and goo(- | 1) and g(- | 1) are bounded away from zero and infinity in a
neighborhood of t, uniformly in l. Assume that S is differentiable at t and
let b, = bin™'/3. Then n'/3(S,y, (t) — S(t)) converges in distribution to a
mean-zero normal distribution with variance by 'o? [ k*(s) ds, where

(28) P =EL[F(t|L)F(t| L)+ (F(t| L) — Fx(t | L))’] gi((i||LL))2‘

Proof. We can decompose the difference S, () — S(t) as a sum of three
terms

(Pn a PF79)¢<Fn7 Gno kb’t> + PF,Q( (FTH Gns kb,t) - ¢(Fa g, kb,t))
+(Prg¥(F, g, ks) — S(1)).

We shall show that the second and third terms are op(b), whereas v/nb times
the first term is asymptotically normal with mean zero and variance o2 times
the squared Lo-norm of the kernel.

The third term can be rewritten as

o /0 " a(s)F(s | L) ds — S(t) = /0 " a(5)S(s) ds — S(2).
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This can be seen to be o(b) by Taylor expansion of S around ¢, for every
mean-zero kernel k with [ |s|k(s)ds < co and every S that is differentiable
at t. The argument is the usual one for controlling the bias of a kernel
estimator.

The absolute value of the second term can be rewritten as

[ Ba(Fate | 1) = Fle | 1) (LLEL 1) ad

gn(c| L)
1 [ibn glc| L)
S [ e b - re n) (22

t—bn,
in view of the compact support and boundedness of k. The random functions
gn are with probability tending to one bounded below by n > 0 on a neigh-
bourbood of t. Therefore, the right side of the preceding display is op(b) by
assumption (2.5).

We conclude the proof by proving that the sequence \/I;Gngb(Fn, Gns kb t)
converges in distribution to a normal distribution with mean zero and vari-
ance o?||k||%, as claimed. The influence function ¢ in (2.1) is a sum of two
terms, which we denote by

—1>:dc,

(2.9) 1(Frg,7)(c,6,1) =

S(Fgr)(e6.0) — /OOOT(S)F(S 1) ds.

We first show that the second term does not give a contribution to the limit
distribution.

The functions F,(c | )1x(c, 1) are by assumption with probability tending
to one contained in a deterministic class F,, whose uniform entropy is of the
order (1/¢)V, for some V < 2, relative to the envelope function 1, uniformly
in n. Then the functions k,.(c)F,(c | I) are contained in the class ky:F,
and this has uniform entropy of the same order relative to the envelope
function kp,, in view of Lemma 5.1 (below). Next Lemma 5.2, applied with
t=r=22>s>1and R the uniform measure on a fixed neighborhood of ¢
shows that the functions [ — [ ky.(s)F,(s | I) ds are contained in a class of
functions F, that has uniform entropy of the order (1/¢)?'/* relative to the
envelope function (ky;)s = b'/*71||k||s. Choose s > 1 such that 2V/s < 2.
Then in view of inequality (5.1) we obtain that, with high probability,

|G"/kbvt<3)Fn(3 | L) ds: < sup |Gy f| = Op(b/*71).

JeFn
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Then Vb G, [ ky:(s)F,.(s | L) ds converges to zero in probability, if we choose
s also to satisfy 1/s — 1+ % > (0. Any s such that V' < s < 2 satisfies both
requirements. Because G,,1 = 0 we can replace F,, by F, without loss of
generality.

Finally, we show that the sequence \/I;(anl(Fn, Gn, kpt) converges in dis-
tribution to a normal distribution with mean zero and variance | k||2. We
can obtain the functions (6 — F'(¢ | 1))/g(c | I)1n(c,1) as a Lipschitz transfor-
mation (in the sense of Lemma 5.1 below) applied to the class of all F' € F,,,
the class of all g € G,, and the class consisting of the single function 9, where
we allow only functions g that are bounded away from zero and infinity. Next
we obtain the functions ¢, (F, g, ky¢) by multiplication by the single function
kpi. In view of the assumptions and Lemma 5.1 there exist deterministic
classes H,, of functions that contain the random functions ¢n(F,, gn, kpt)
with probability tending to one and that have uniform entropy of the order
(1/¢)V relative to the envelope function a multiple of kp;, uniformly in n.
Here

Pry(VBk)? = / K(2)Eg(t + b | L) de,

and
PFag(\/l;kbi)Ql\/l;kb,tzs\/ﬁ =0,

as soon as ||k||os < €v/nb. Thus the envelope functions satisfy the Lindeberg
condition. It now follows that vb G, (F', ¢, ky.) is asymptotically tight
as a process indexed by (F’, ¢') varying over the class as just described (cf.
van der Vaart and Wellner, 1996, Theorem 2.11.22). The desired result, that
\/Ean(Fn, Gn, k) is asymptotically normal as claimed, follows provided it
can be shown that

bPFg("(/Jl(Fn’ 9n; kb,t) - wl(FfX% oo kb,t))2 g OJ
and
bvar 1 (Fuo, Goo, kot) — o2 ||K|3,

(see van der Vaart and Wellner, 1996, Chapter 3.11). Because the random
functions g, are bounded away from zero with probability tending to one and
the functions F), are bounded by 1, the second moment in the first display
can be bounded up to a constant by

VL [ 1,6)[(Fals | )= Pl | D)+ (a5 | D)= gl | 2)*] deom(1)
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This converges to zero in probability by assumption, in view of the inequality
Foio S (1/0)11—p,, 140, Next we have that

bE¢1(Fm7 Goo) kb,t)Q
ki, (C)

= UBLeB|(8 ~ Fu(C | 1) | 60 i s

= 27 gle| L)
= [ B[Pl DF(e] D)+ (Ple| ) - Fufe] D)) S5
This converges to 0. Combined with the fact that b(Ev; (Fa, goo, kr))* — 0,
this gives the desired result. =

de.

2.2 Isotonization

Our second estimator is based on isotonization. As explained in Robertson
et al. (1988) it is fruitful to visualize the isotonization through the process
of computing and differentiating the least concave majorant of a primitive
function. Let Ko, = Ljo,r) be the survival function of the Dirac measure at t,
and consider the process

Sn,O(t) - Pn¢(Fna Gn, KOJ)?

given initial estimators F), and g, of F' and g. For each fixed ¢ this can be
considered an estimator of

S(t) = Prgt(F,g, Koy) = / S(s) ds,

a primitive function of S. Because S is decreasing, its primitive function
is concave. Therefore, we may expect to improve the estimator S, (¢) by
replacing this function by its least concave majorant. The left derivative
Sn,(] of this least concave majorant is decreasing and, if evaluated at ¢, is our
second estimator for S(t). (The choice for left- rather than right derivative
is for definiteness and has no particular advantage.) As t +— S, (t) is the
sum of a step function and a concave function, the concave majorant and
hence our estimator are easy to compute by any of the standard algorithms
for isotonic regression.

In many situations the functions g(c | [) or F/(c | [) may not be estimable
on the whole interval [0,00). Therefore, it is preferable to define the least
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concave majorant relative to a general subinterval I C [0,00), that contains
¢ in its interior. Thus we define the estimator S, o(t o(t), more generally, as the
left derivative at ¢ of the least concave majorant of the function S, o : I — R
on a fixed, compact neighborhood I of ¢.

The preliminary estimators F), and g, need to be chosen such that, for
all M > 0, all sufficiently small 6 > 0 and some F, and g,

t+Mby, 9

210) [ TEu(n(e] ) = gule] 1) de = on(b),
t+Mby, 9

(2.11) /t_Mb Br(Fa(c | L) — Fa(c | L)) de = op(by),

t+Mby,
(2.12) /M By (Fu(c] L) = F(c| L)) (ga(c | L) = glc | L)) de = op(32).

(2.13) E/t_: IEL(Fu(c| L)=F(c| L)) (gn(c| L)—glc| L)) dc < b, (6Vby),

(2.14) /I'EL(Fn(c L)~ Fe| L) (9u(c | ) — gle | L)) de = op(1).

In (2.13) the expectation E outside the integral refers to the observations
on which the estimators F, and g, are based, which are suppressed from
the notation. The condition may be relaxed to the assumption that the
expectations restricted to sets A, with P(A,) — 1 satisfy the inequality.

Theorem 2.2 Assume that (2.10)-(2.14) and (2.6)-(2.7) are satisfied, where
the functions Fo(- | 1), F(- | 1), go(- | 1) and g(- | 1) are continuous at
t, uniformly in 1, and g(- | 1) and g(- | 1) are bounded away from zero
and infinity on I, uniformly in l. Assume that S is differentiable at t with
S'(t) < 0. Then the sequence n'/3 (S’n,o(t) — S(t)) converges in distribution
to

—8'(t) argmax{oZo(u) + 35" (t)u’},

u€eR

where Zy is a standard Brownian motion process and o is given in (2.8).

11
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We defer the proof of this theorem to the next subsection, as it is almost
identical to the proof for our third estimator. There we also compare the
limit distributions obtained in Theorems 2.1 and 2.2.

The conditions for the present theorem are a little stronger than those
of Theorem 2.1. They could be relaxed if we let the interval I relative to
which we define the isotonization shrink to ¢ at an appropriate bandwidth.
An advantage of using a fixed interval I is that a bandwidth need not be
specified a-priori.

One consequence of using a fixed interval is that the isotonization proce-
dure also works under weaker smoothness conditions on S. In particular, if
rather than existence of S'(t) we require that, for some fixed a € (1,2),

S(t +u) — S(u) — S(t)u = u*S(t) + o(|u|®),

as u — 0, for some negative number S(®)(¢), then the sequence of variables
nloe-D/Ca=1)(5 o — S)(t) will converge to a nontrivial limit distribution. We
could obtain similar rates of convergence for the smoothed estimator S, ,
but only if the bandwidth b is adapted to the new smoothness condition (e.g.
the value of ). Another consequence is a faster rate of convergence than n'/3
if S’(t) exists, but vanishes. Again this could be achieved by a smoothing
method only if the bandwidth is appropriately adjusted.

2.3 Isotonization and Smoothing

Our third estimator combines smoothing and isotonization. Letting f_(b,t be
the function s — K((s — t)/b) for a survival function K (and b > 0), we
define

Sn,b(t) - Pn¢(Fnu 9n, Kb,t)-

Next we define S'n,b(t) to be the left derivative at ¢ of the least concave
majorant of S, ; relative to a fixed, compact neighborhood I of ¢, as before.
We shall show that this yields a good estimator of S(t) if b | 0 appropriately.
Note that we can consider Ky ; = Ljo,1), employed in the preceding subsection,
to be the limit of the kernels K, as b | 0, as the notation suggests.

Theorem 2.3 Assume that (2.10)-(2.14) and (2.6)-(2.7) are satisfied, where
the functions Foo(- | 1), F(- | 1), goo(- | 1) and g(- | 1) are continuous at t,
uniformly in 1, and goo(- | 1) and g(- | 1) are bounded away from zero and
infinity in I, uniformly in l. Assume that S is differentiable at t with S'(t) <

DOI: 10.2202/1557-4679.1014 12
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0, and let b, = n~3. Then the sequence n'/3 (gnb(t) — S(t)) converges in
distribution to
—8'(t) argmax{oZx (u) + £5'(t)u’},

ueR

where o is given by (2.8) and Zy is a Gaussian process, zero at zero, with

continuous sample paths and stationary increments and variance function

2

B2 (u) = / (K(s+u) — K(s)) ds.

The process Zk has in common with Brownian motion that it is contin-
uous, zero at zero, centered and possesses stationary increments. However,
unlike the increments of Brownian motion the increments of Zx are not inde-
pendent. The process Z reduces to Brownian motion only for the degenerate
kernel K = 1y ). This is the limiting case of using a bandwidth b = 0 (and
an arbitrary kernel), which is excluded in the preceding theorem. Apart from
the different process, Zx or Brownian motion, the limiting distributions in
Theorems 2.2 and 2.3 are identical in form. The normal limit distribution
of Theorem 2.1 can also be written in this form, with Z the linear process
Z(u) = ul|k||2€/+/b; for a standard normal variable £. It can be shown from
this that the limit distribution in Theorem 2.3 is always more concentrated
about zero than the limit distribution in Theorem 2.1 for b; = 1 (see van der
Laan and van der Vaart, 2003).

This would indicate that application of both smoothing and isotonization
yields better estimators. However, it appears that the concentration of the
limit distributions in the three theorems can only give moderate guidance
regarding the relative quality of the estimators. For instance, it can be shown
that the concentration of the estimator in Theorem 2.3 increases indefinitely
when using kernels K obtained by rescaling a fixed kernel and letting the
scale parameter tend to infinity (yielding undersmoothing) (see van der Laan
and van der Vaart, 2000). The same phenomenon occurs in Theorem 2.1,
where the asymptotic variance tends to zero as by — oo. It is due to the
disappearance of the bias of the estimators in the present form of asymptotics.
A more refined asymptotic analysis should balance bias and variance, but
appears difficult to carry out.

Proof of Theorems 2.2 and 2.3. Define J to be zero for the proof of The-
orem 2.2, and define it to be equal to b, = n~/? for the proof of Theorem
2.3.

13
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The analysis is based on an inverse process corresponding to S”n,(;, similar
to the analysis of the Grenander estimator in Groeneboom (1985). We recall
some properties of this process in general in Section 4. The inverse property
actually appears to be dependent on the primitive process (in our case S, 5)
being upper semi-continuous. As S,, s may not be upper semi-continuous, we
replace it by its smallest upper semi-continuous majorant S, 5. As shown in
Section 4, this process has, for our purposes, almost identical properties to
Sp,s. In particular, the least concave majorants of S, s and SW; agree on the
interior of I and hence our estimator is also the left derivative of the least
concave majorant of SM;.

Define the process, indexed by a € R,

Vys(a) = argmax{S, s(s) — as},
sel
where we take the largest value in the case that multiple maximizers exist.
Then S, 5(t) < a if and only if V, 5(a) < t, for any a € R and ¢ in the interior
of I, by Lemmas 4.1 and 4.2. Consequently, we have that n'/3(S, 5—S)(t) < z
if and only if V,, 5(S(t)+ab) < t. By the rescaling s — ¢+ bu in the definition
of V,, s we have that

1
b = 3 (Vs (S(t) + xb) — 1)
= argmax{S, s(t + ub) — (S(t) + xb) (¢t + ub)}
ue(I-t)/b B B
= argmax{(S, s — S5)(t + ub) — (S,5 — Ss)(t)
ue(I—t)/b

+85(t + ub) — S5(t) — S(t)ub — zub®},

for any function ¢t — S(ggt) not depending on u. We use the function, with
K()’t = 1[0715) and Kbﬂg = K(( — t)/b),

Ss(t) = Pry(F, g, Ksi) = / Ks4(s)S(s) ds,
0

by (2.2). The remainder of the proof consists of two steps. First (see (1) be-
low) we show that y/n/b = b=2 times the process in curly brackets converges
in distribution in ¢*°[—M, M], for every fixed M, to the process

ur— W) :=oZ(u)+ 15 ()’ — zu,
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where Z is Brownian motion in the situation of Theorem 2.2 and Z is the
process Zg in the case of Theorem 2.3. Second (see (2) below) we show that
the argmax 4, is bounded in probability. Then, because (I —t)/b, — R, we
can conclude from the continuous mapping theorem for the argmax functional
(e.g. van der Vaart, 1998, Corollary 5.58), that

Up = 1(Vm; (S(t) +ab) —t)  argmax W (u) =: .

b u€R

In view of the stationary increments of Z we have that

ueR

2
= argmax{aZ(u) + 15'(t) <u — S’q(:t)> }
is equal in distribution to the variable

ar%gl[gax{aZ@_S’L(t))_Z<_S/i(t))+§5/(t)(u—5/i(t))2}

_ 17 ()2 r . X
= ar%glRaX{aZ(v) + 55" (t)v } + 0 10+ )

Thus P(a¢ < 0) = P(=5(t)v < x) and the same with < replacing <.
We conclude by the portmanteau theorem that the probability of the event
n'/3(S,s — S)(t) < x is asymptotically sandwiched between the two proba-
bilities P(—S'(t)0 < x) and P(=S'(t)0 < x), whence the result.

(1). If S is differentiable at ¢, then S is twice differentiable at ¢ with first
and second derivatives S(t) and S’(t). It follows that

So(t + ub) — So(t) — S(t)ub = +5'(t)u’b* + o(b?),

uniformly in u ranging over compacta, as b — 0. This remains true if Sg on
the left is replaced by Sy, as we now show. Set K Sttdu = K, Sittu — [_(5,15. Then
Ko,t,t+u = 1[t,t+u) if >0 and _1[t+u,t) if u <0, and ’Kb,t,t+u| < 1[t—b,t+u+b] if
u>0and |Kygpial < lppu—bets if u <0, as K is supported on [—1,1] and
b > 0. Because [(K(z +u)— K(z))de = v and [(K(z+u) — K(z))(z —
w)dr = %uQ for any cumulative distribution function K with mean p, we can
write

p(t + ub) — Sp(t) — S( Jub — 1S’ (t)u’b”
/ Ronsun(s)[S(s) — S(8) — S'(8)(s — )] ds

15
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< [ 1Busval(9)els — ] ds,

for any € > 0 if b is sufficiently small, uniformly in u ranging over compacta.
The right side is bounded by b*(1 + |u|)? and hence the left side is o(b?)
uniformly in |u| < M.

Next, by (2.2),

(Sn,5 - S(S)(t + Ub) - (Snﬁ - 85)(t) = (Pn - PF,g)”vD(Fm 9n, K&,t,t—i—ub)

- g(c| L)
+E; / Kspew(c)(Falc| L) — F(c| L)) (m - 1) de.

The last term is of the order op(b?) by assumption (2.12). We shall show
that \/n_/b times the first term on the right converges in distribution in
(>°[—M, M| to the process 07, for every fixed M. To see this we decompose

= 1)1 + 19 as in (2.9), where again 1)y gives a negligible contribution. The
functions

F.(c|l)=§
gnlc|l)
are with probability tending to one contained in a class of functions H, i

that can be obtained by Lipschitz transformation (in the sense of Lemma
5.1) of the classes:

I(Fmgm Ké,t,t+ub) = K&,t,t+ub(c) \u| < M,

— F,, with envelope 1 and uniform entropy bounded by a constant times

(1/e)",

— G, with lower and upper envelope n and 1/n and uniform entropy
bounded by a constant times (1/€)Y,

— the class {6} with envelope 1 and entropy 0,

— the class K, = {Ksrirw © |u] < M} with envelope Ly aybatan) for
My = M + 1. This class can be constructed by applying the monotone
function K to the polynomials ¢ +— a * ¢ + b, with a,b € R and next
subtracting the function I_(57t. Hence Ky, as is VC of index at most 4 and
has uniform entropy bounded by a constant times log(1/¢) relative to
any envelope function, uniformly in n and M (e.g. van der Vaart and
Wellner, 1996, Theorem 2.6.7, and Lemma 2.6.15 and 2.6.18 (viii)).
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By Lemma 5.1 the uniform entropy of the class H,, ys relative to the envelope
function a constant times H, n = 1y_ape40n4 is bounded by a constant
times (1/¢)". This envelope divided by v/b satisfies the Lindeberg condition,
because

1 t+M1b
SPrgHa = [ Bugle| Lyde S
t—Mib
1

2
bPF)an,M]‘Hn’]\/[/\/BZE\/ﬁ = O’

as soon as evnb > 1. It follows that the sequence of processes u +—
Gnt1 (Fr, gn, K57t7t+bu)/\/5 converge in distribution in ¢*[—M, M] to o Z if

1 _ _ 2
|S|UP EPF,Q( l(Fnagna K&,t,t+ub) - wl(Fomgoo, K&,t,t+ub)> — 0,
u|<M

and

1 _ _
EPF,gwl (Fooa Goo) Kb,t,t—&—ub)l/}l(Fooa Joo, Kb,t,t—i—vb) - U2EZ(U)Z(U>

This can be verified as in the proof of Theorem 2.1.

The functions Kz sipuFn(c | 1), where u ranges over [—M, M], are with
high probability contained in the class 7, as of functions obtained by taking
products of functions from the classes KC,, 5y and F,,. This class has uniform
entropy relative to envelope function 1y _js,p:4-0r,8) bounded by a multiple of
(1/e)V. By Lemma 5.2 the functions [ Ky ipu(c)F,(c | 1) de are contained
in a class of functions 7, p; with uniform entropy bounded by a multiple of
(1/€)?V/* relative to the envelope functions

S (l) = (/ Li—nibe+amn)(C) dC)l/S = (2M;b)"/*,

for any fixed s € [1,2]. For 2V/s < 2 it follows that

1 a 1 . .
—= Ssup IanZ(Fm Gn, K&,t,t+bu)| S —= Sup ‘an‘ = OP(bl/ 1/2)7
\/E [u|l<M b JE€ETn,Mm

which converges to zero in probability if s < 2. The two constraints on s are
met by any s such that V < s < 2.
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We now have succeeded to prove the weak convergence of \/n_/b times the
processes u — (S, 5 — Sp)(t + ub) — (S, —Sp)(f). By Lemma 4.4 this weak
convergence is shared by the upper semi-continuous envelopes u +— (Sn,g —
Sp) (t+ub)— (S, s—Sp)(t) of these processes, with the same limit process, as the
limit 0Z has continuous sample paths. (For the computation of the smallest
upper semi-continuous majorant, note that the function u — Sy(¢t + ub) is
continuous; furthermore, note that the interval [t — Mb,t + Mb| is contained
in [ eventually, and the upper semi-continuous majorant of a restriction of a
function to a subinterval differs at most at the endpoints of the restriction of
the upper semi-continuous majorant on the whole interval.) This concludes
the first step of the proof.

(2). The second step is to prove that 1, is bounded in probability. Define
the processes

M, (u) = S,s(t+u)—S,st)— S(t)u — zbu,
M(u) = S(t+u)—S(t) —S(t)u.

Then 1,0, maximizes the smallest upper-continuous majorant Mn of M, over
u € I —t. The moduli of continuity of M,, and M, are identical by Lemma
4.5. Because S'(t) < 0 and S is concave, we have that M (u) < —c(u® A |ul)
for every u € I —t, and hence v = 0 is a unique point of absolute maximum
of M. In the situation of Theorem 2.2, for every ¢ > 0,

Esup Vi (M, — M) SE sup 1Gu(h+ )+ valelbs

R heH, 5/
uel—t jEjn,é/b
| glc| L) |
+\/ﬁE/ Er(Fu(c| L) — F(c| L) <— - 1) de
L Woierz) — Y,

With probability tending to one the functions g,, are bounded below by n > 0.
If this is not true with probability one, then we restrict the preceding expecta-
tions to the event where this is true. Then, in view of the maximal inequality
(5.1) and the estimates on envelope functions and entropies obtained earlier,
this can for sufficiently small 4 > 0 be further bounded by

Dn(0) == VO + b+ (6 4 b)Y* + /n|z|bd + /nb(5 V b).

For 8, = n~'/3 we have ¢,(6,) < /nd2. Therefore, it follows by Theorem
3.2.5 of van der Vaart and Wellner (1996) that the maximizer of u — M, (u)
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possesses a rate of convergence b for the maximizer v = 0 of u — M(u),
provided that it is consistent for zero. To prove the consistency we replace
the bound in the preceding display by

VO 4+ (8 + b)Y+ /nlz]bd + Vi,
where by assumption

g(c| L)
gn(c | L)

This bound is valid for every § > 0 and hence the same Theorem 3.2.5 yields
a (suboptimal) rate of convergence of ,, to zero (depending on 7,,) and hence
consistency.

In the situation of Theorem 2.1 the preceding estimates must be aug-
mented by the term

T ::E/I:EL(Fn(c|L)—F(c|L))< —1>:dc—>0.

vn |81|1p ISy(t +u) — Sp(t) — S(t + u) + S(t)!.

For sufficiently small § and |u| < §

/ (Bissiu — Konasn)(s)S(s) ds
_ / (Rysrrn — Kopera)(5)[S(s) = S(t) — (s — 1)S'(8)] ds
< [ (Russol + 1Rosanal) S)els —t]ds < =(5 +)"

Furthermore, for any u € I — t the expression is bounded above by

/IKb,t,t+u - Ko,t,t+u>|<8) ds,

and this converges to zero as b — 0 uniformly in u. =

2.4 Preliminary Estimators

All three constructions require initial “estimators” for ' and g. These need
to satisfy the general conditions given in the preceding sections, but can be
chosen in many ways. We indicate some possibilities.
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As explained in the introduction our interest is in the situation that L is
high-dimensional, in which case it appears to be impossible to obtain good
estimators for F'(t | I) or g(t | ) without making some assumptions on the
true parameters. In principle we choose to make the assumption that the
true density g(c | ) belongs to a given semiparametric model of moderate
dimension. One possibility is to assume that the observation times actually
are dependent on a low-dimensional subvector of L. In that case we may
estimate g(c | I) nonparametrically from the data.

Another possibility, which we shall discuss in more detail, is to postulate
the Cox model .

G(t]1) =e 20"

where A is an unknown cumulative baseline hazard function, and 6 € RP.
Then a natural estimator g,(c | [) is obtained from the (partial) likelihood es-
timators (0, A) based on the observations (Cy, L), . .., (Cy, L,). We assume
that G(- | 1) possesses a Lebesgue density g(- | [), at least in a neighbor-
hood of ¢, or, equivalently, that A possesses a density A, and estimate \ by
smoothing the maximum likelihood estimator A,,. If A is twice continuously
differentiable, then, with 6, = n~'/%, we may define

6T

gn(c|l) = eéle\n(c)e_[\”(C)e ,

N s—c\ 1 -

An(c) = /k( =) dias).
The estimators g, attains a locally uniform rate of convergence of n=2/% up to
a logarithmic factor (see Andersen et al., 1992). This is certainly enough to
satisfy (2.3) and (2.5) or (2.10) and (2.13)-(2.14). We shall also have that X,
converges locally uniformly to X', and hence A, is with probability tending to
one contained in the class of all Lipschitz functions, which has uniform en-
tropy bounded by a multiple of (1/¢). As A, ranges over monotone, bounded
functions, which also form a class of functions of uniform entropy bounded
by a multiple of (1/¢), condition (2.7) is seen to be satisfied.

Next consider the “estimators” for F(¢ | [). Having ensured the rate
conditions (2.5) or (2.13) by construction of g,(c | I) and the modelling
assumption on the censoring mechanism, any choice of estimator that is
locally uniformly consistent for some F,, (not necessarily the true F') and
satisfies the entropy condition (2.6) will do.

where
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A computationally attractive procedure, suggested and implemented by
van der Laan and Robins (1998), is to fit the (possibly misspecified) model

1
Fapy(t]1) = T cat BT’

This is motivated by the fact that
Fit|)=P(T<t|C=t,L=0)=EA|C=tL=1).

Thus we can estimate the parameters (a, 3,v) by fitting a standard logis-
tic regression model to the observed binary outcomes A; given the “covari-
ates” (C;, L;). Even if the model is misspecified, the maximum likelihood
estimators (d,ﬁ,&) will typically converge to values (a1, 1, 7s) minimiz-
ing a Kullback-Leibler type distance and hence F 5,54 will converge as well.
The entropy condition (2.6) for this type of estimators is easily satisfied, as
F,(t | 1) ranges over a finite-dimensional set.

More challenging is to construct estimators Fj, so as to maximize the
asymptotic efficiency of the ensuing estimator for S(¢). This efficiency is
determined by the parameter o2 in (2.8). It is clear from this expression that
an optimal choice would be to construct F;, to be consistent for F, in which
case (2.8) (with g, = ¢) reduces to

F(t|L)F(t|L)
g(t|L)

By the strict concavity of the function (z,y) — (1 —z)/y on [0,1] x (0, c0)
and Jensen’s inequality this is always bounded above by

Er

F(t)F(t)
g(t)

The latter expression takes the role of o2 in the analogous limiting result for
the maximum likelihood estimator of S, defined as in (1.1), in the case that
this likelihood is correctly specified, i.e. C' and T' are unconditionally inde-
pendent. One conclusion is that in general covariates may help to increase
the efficiency of estimating S(t). A second conclusion is that, in case C' and
T are both unconditionally independent and conditionally independent given
L, then our method, which uses the covariate vector L, is equally efficient
as the nonparametric maximum likelihood estimator as in (1.1), provided we
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use an estimator F,(t | [) that is consistent for the true value of F. Thus the
method does not lose in efficiency, even though it is consistent under a wide
variety of alternative hypotheses.

An attractive way to make these observations operational is to specify
a “best guess” of the true F' and construct the estimator F,, in such a way
that it is consistent if the guess is correct. Here a best guess could consist of
the specification of a parametric or low-dimensional semiparametric model,
which is thought to contain the true F' or to be close to it.

One possibility is to extend the logistic scheme discussed previously to
models of the form

1
Ft|l) = 1 + eatBO+T
where presently (3 is a function ranging over a class B. Setting v = 0, we see
that a true F' under which T" and L are independent will be in the class as
soon as B is large enough. In this case our method will not lose in efficiency
relative to the procedure (1.1) as soon as T is independent of L.
Another possibility is to construct F;, from a Cox model

F(t]1) = e a0,

Presently we do not observe the times 7}, so that the standard Cox esti-
mators cannot be used. However, the parameters (6, A) can be estimated by
maximum likelihood as in Huang (1996). Under the assumption that the Cox
model is indeed correct, Huang (1996) and Murphy and van der Vaart (1997,
1999) prove, under some conditions, that the maximum likelihood estimator
is consistent. This can be extended to show that if the true F' does not follow
the specification of the Cox model, then the maximum likelihood estimator
converges to (01, Fi,) determined by the minimum Kullback-Leibler distance
of the true model, as can be expected from analogy with likelihood methods
for parametric models. The uniform entropy of the class of all F'(¢ | [) deriv-
ing from Cox models is determined by the uniform entropy of the functions
A, the part involving [ being finite-dimensional. Because the functions A are
monotone, the entropy condition (2.6) is satisfied with V' = 1. Again this
model contains the submodel in which 7" and L are independent and 1" has
a completely unspecified distribution.

The #-component of the maximum likelihood estimator (6, A) is efficient
in the semiparametric sense, if the Cox model is correctly specified (cf. Huang,
1996). It could be expected that the A-component possesses efficiency prop-
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erties as well. In particular, it could be expected that the maximum likeli-
hood estimator of S(t), which is a smooth transformation of (é, A) has good
properties. (We keep these statements vague on purpose, because there is
no precise framework for discussing semiparametric “efficiency” in inverse
problems. Moreover, the precise behavior of the maximum likelihood esti-
mators is unknown.) The estimator constructed in the present paper should
be expected to be less efficient, even if we follow the procedure using the Cox
model outlined in the preceding paragraph. This is the price to be paid for
the estimator to have good properties on a bigger model than the Cox model.
On the other hand, if we estimate F' using a Cox model and this model is
correctly specified, then our method would also work even if the model we
have used for estimating ¢ is incorrect. This is because the rate conditions
(2.5) or (2.13) require only that one of the two preliminary estimators g, or
F,, be consistent. Thus our method may lose in “asymptotic variance”, but
it will always yield estimators with the correct rate of convergence.

3 Time-dependent Covariates

In this section we allow the covariate L to be time-dependent: L = (L, :
t > 0) is a cadlag stochastic process with values in R? (or some more general
metric space). We assume that we observe this covariate process up to the
random time C. More precisely, we assume that a “survival time” T, a “cen-
soring time” C and a “covariate process” L are defined on a given probability
space. Rather than the “full data” (C, T, L) we observe (C, 1p<c, L), where
L¢ = (Lgp : t > 0) is the process L stopped at time C.

We assume that the censoring mechanism satisfies the coarsening-at-
random condition. Coarsening at random is a generalization of “missing
at random” and was introduced by Heitjan and Rubin (1991) for discrete
data, and subsequently developed for general data by Jacobsen and Keiding
(1995), and Gill et al. (1997). In the present setting it entails the assumption
that there exists a measurable function, denoted by g(c | ¢,1), of the three
arguments (c,t,1) € [0,00) x [0,00) x D0, 00)? such that

— the function ¢ — g(c | t,1) is a density relative to the Lebesgue measure
for every (¢,1) € [0,00) x D0, 00)P.

— the function ¢ — g(c | t,1) gives the conditional law of C' given (T, L) =

(t,1).
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— there exists a measurable function g : [0, 00) x D0, 00)? — [0, c0) such
that g(c | t,1) = g(e,1¢), where ¢ = (ljr. : t > 0).

It can be shown that, given the first two requirements, the third require-
ment is equivalent to the seemingly weaker assumption that g(c | ¢,z) is a
measurable function of the bigger variable (¢, 1;<., [¢), which is the “observed
value”, rather than of (¢, [¢) only. Thus, informally, CAR requires that the
distribution of the censoring mechanism depends on the observed data only.
In the case that L = Ly is time-independent, the CAR assumption can be
shown to reduce to the assumption of conditional independence of T" and C'
given Ly, made in Section 2.

An intuitive understanding of the coarsening-at-random condition in the
present situation with time-dependent covariates can be given in terms of
the intensity of the counting process ¢ — 1c<.. The process

MC = 1C§c — / 1023 dA(S | T, L),
[0,c]

where ¢ — A(c | T, L) is the conditional cumulative hazard function of C
given (T, L), is a martingale relative to the filtration o(le<s : s < ¢, T, L).
The Lebesgue density of A(- | T), L) is the conditional hazard or intensity
of C' and if restricted to the event C' > ¢ can be interpreted as the the
“infinitesimal conditional probability” of the event C' = ¢ given C' > ¢ and
given (7,L). Under CAR the conditional density of C' given (7, L) can
be written in the form g(c¢ | T, L) = g(c, L) and hence the conditional
cumulative hazard function can be written as

g(s | T, L) 9(s, LS)
A(c|T,L):/ =—————ds = ds.
[0,c] G(S_ ‘ T7 L) [0,c] L- f[Os u, Lu

The last expression shows that the stochastic process (A(c | T, L) : ¢ > 0)
is adapted to the filtration o(L¢) = o(L; : t < ¢). Hence the conditional
intensity

g(c, L°)
1-— f[O,c) g(u, L*) du

of the martingale M. is o(C, L¢)-adapted. Intuitively, the “infinitesimal con-
ditional probability” of the event C' = ¢ given C' > ¢ and given (7, L) depends
on ¢ and the observed covariate process L¢ until that time only. In particular,
this is the case if the intensity of C' at ¢ depends on L. only.

1020
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The preceding observations are important for the motivation and con-
struction of our estimators, but do not intervene in the proof of the main
result. The starting point for constructing estimators for S(t) = P(T > t) is
the function

(F,g,7)(c,0,1°)

— % - /OOO (F(s | ZS)gE“S)l) B Jis.o0) _C(_;EJ ‘l:;r(u) du) a2
N (19_(3);)(0) - Fel %f (C|>l) Joe c(;z; lz;T:) e )
gt ] S
an +/0 F(s | I°)r(s) ds.

(The last equality follows by partial integration of the fifth term in the middle
expression, which yields two terms, the second of which cancels the third and
fourth terms.) The process ¢ — F(c | L°) is a cadlag version of the process
c— P(T < c| L. (It is an assumption that there exists a cadlag version.)
By the CAR assumption the function g(c | [) depends on its arguments only
through (¢, (¢). Thus the right side depends only (c, d,[¢) only, as suggested
by the notation on the left side. It is tempting to write g(c | [°) rather than
g(c|1), or g(c, 1) as before, but a conditional (Lebesgue) density at ¢ given
a conditioning variable L¢ that depends on c is not well-defined, so that we
prefer the notation g(¢ | 1).

In the papers Robins (1993), van der Laan and Robins (1998), and
van der Vaart (2005) it is shown, under some conditions, that up to a
constant this function is the efficient influence function for the parameter
Py — |77 S(s)r(s)ds in the model in which the distribution of the obser-
vations is restricted by CAR only, but this again is relevant as background
information only.

The last representation of the function ¢ is similar to the representation
of the influence function in the time-independent case. Estimators of the
marginal survival function S(t) can therefore be constructed and analyzed
by similar methods. Presently we need preliminary estimators g, for the
conditional density g(c | 1) = g(c,(°) and F,, for the conditional probabilities
F(c | L°). As in the time-independent case it is essential that one of these
estimators be consistent for the true parameter, but the other estimator
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need only stabilize to a limit. This is reassuring, because it will generally
be impractical to estimate the conditional probabilities F'(¢ | L) = P(T <
¢ | L°) consistently, if these really are thought to depend on the covariate
process. Because we have full observations on the variables (C, L), the
estimation of g will be more feasible, even if not easy. We discuss possible
preliminary estimators below.

The three types of estimators of the survival probability S(t) take the
same forms as in the time-dependent case. Let g, and F}, be preliminary esti-
mators and let P, be the empirical measure of the observations (C7, Ay, Llcl),
ooy (Cy Ay, L), The smoothed estimator of S(t) is

Sn,b<t> - ]P)le(-F;u Gn, kb,t)'

The isotone estimator is the left derivative of the least concave majorant on
an interval I, a neighborhood of ¢, of the function

t = Spo(t) = Putp(Fr, gn, Kﬂ,t)'

Finally, the smoothed, isotone estimator is the left derivative of the least
concave majorant of the function, with b = n='/3,

t— Sn,b(t) = in(Fm 9n, Kb,t)-

The limiting properties of these estimators can be obtained analogously as in
the time-independent case, under analogous conditions. For brevity we give
the theorem and the conditions only for the isotone estimator.

The preliminary estimators F, and g, should take their values in the
collection of all measurable functions A : [0, 00) x D[0, 00)? — [0, 00) that de-
pend on their argument (¢, [) only through (c,1°). Asin the time-independent
case we impose both consistency and entropy conditions.

The estimators need to be chosen such that, for all M > 0, all sufficiently
small § > 0 and some F, and g,

t+Mb, 9
(3.1) /th E(gn(c | L) — gu(c | L))* de = op(by).
(3.2) /t_Mb n Ep(Fu(c| L%) — Fxl(c| Lc))Qdc = op(by).
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t+Mb,
5 | B (Fu(e | L) = Fle | L) (gn(e | L) — gle | L)) de = op(82).

—Mb,

B4 B [ BL(Fu(e] 19=F(e| ) (a.(c | D)=gle | 1)) de S b (6v),

(3:5) /['EL( w(e] L) = F(e| L) (gnle | L) — g(c | L))V de = op(1).

Let N = I x D[0,00)?. Then we assume that there exist n > 0 and
classes F,, and G, of functions f : [0, 00) x D[0,00)? — [0, 1] and g : [0, 00) X
D|0,00)? — [n, 1/n] that satisfy the entropy conditions (2.6)-(2.7) such that
with probability tending to one F}, 1 is contained in F,, and g,, 1 is contained
in G,, as n — oo. At first sight the entropy bounds (2.6)-(2.7) may look
somewhat complicated, because they use Lo(Q)-entropy numbers relative to
probability measures () on the infinite-dimensional space [0, 00) x D]0, co)P.
However, in special cases the estimators g, or F, may depend only on lower-
dimensional functions of their arguments (c,[¢) and the conditions can be
verified by using entropy bounds for sets of functions on finite-dimensional
domains.

Theorem 3.1 Assume that (3.1)-(3.5) and (2.6)-(2.7) are satisfied, where
the maps ¢ — Fy(c | 1), ¢ — F(c | 1), ¢ = goolc | 1) and g(- | I) are
continuous at t, and goo(- | 1) and g(- | ) are bounded away from zero and
infinity on I, uniformly in . Assume that S is differentiable at t with S’(t) <
0. Then the sequence n'/3 (Sn,O(t) — S(t)) converges in distribution to

—8'(t) argmax{o Zo(u) + 35" (t)u’},
u€eR

where Zy 1s a standard Brownian motion process and
gt | L)
9ot | L)?

Proof. The proof is analogous to the proof of Theorem 2.2. The analogue
of equation (2.2) is valid in the form

o? = Ey[F(t| DYE(t | 1Y) + (F(t| T') — Fu(t | L))

gle| L)

Prot(Fioanr) = [ (A0 = Fo)ro 202

@+Awﬂ@m@@
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To see this, we disintegrate the expectation relative to (C,T, L) into the

expectations of C' given (7', L), of T' given L and of L, to see that

F(C| LY —17r<c
9(C 1)

gle| T, L)
gi(c ] L)

Next we use the CAR assumption to see that we can drop 7" from g(c | T, L)
and that g(c | L)/gi(c | L) depends on L¢ only. In view of the latter and
the orthogonality property of conditional expectations we may next replace
F(c| L) by F(c| L), after which the claim follows. =

de.

Pr, r(C) = ELﬁT/(Fl(c | L9)—F(c | L))T’(C)

3.1 Preliminary Estimators

In this section we indicate some possibilities for constructing preliminary
estimators, where are most interested in preliminary estimators for g. To
construct a preliminary estimator for /' we may use all available knowledge
so as minimize the parameter o2 in Theorem 3.1. However, as long as we
construct appropriate consistent estimators for g, the estimators F, need
not consistent. One possibility would be to use the maximum likelihood
estimator defined through (1.1), which would mean ignoring all covariate in-
formation altogether. Another possibility would be to use only the covariate
information available at time zero, through one of the methods discussed in
Section 2.4.

The preliminary estimator for g should be a conditional density that
satisfies the CAR assumption. The most natural way to model such condi-
tional densities is in terms of the corresponding conditional hazard functions
Mc | 1) = glc | 1)/G(c | 1). As argued previously the CAR assumption
implies that A(c | [) depends on its argument (c, ) only through (c,[¢). Con-
versely, it can be seen by the same argument that if A(c | {) depends on (c, [€)
only, then g(c | 1) = A(c | 1)e=D satisfies the CAR assumption. Thus any
specification

NEANERS

with A a measurable, nonnegative, locally integrable function leads to a CAR
model. The value A(c,[¢) can be interpreted intuitively as the conditional
hazard of C' at time ¢ given that the covariate process until that time is [°.
If the p covariate processes making up L € D]0, 00)P correspond to measure-
ments of p variables over time, then it can usually be arranged that A(c | 1)
depends on [ only through its final value [.. Then an Ly(Q)-norm on the
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function A(c | I) for a given probability measure @ on [0,00) x D0, 00)? is
identical to an Ly(Q)-norm on the function (¢, [,) under the measure Q in-
duced on [0, 00) x R? under the map (c,1) — (c,1¢). This greatly facilitates
the verification of the entropy conditions (2.6)-(2.7).

An attractive illustrative approach is to assume the time-dependent Cox
model

Ac [ 1) = Ac)e? e

We may then estimate the unknown parameters A (a hazard function) and
0 € R? by the standard (smoothed) Cox likelihood estimators based on the
observations (Cy, L§), ... (C,, LS"). If desired we can also stratify the data
and use different base-line hazard functions A for the different strata, and
we may also transform the covariate vector [. before using it in the linear
regression term. In the present case, with g(c | 1) = A(c | 1)e D we have

/ / (e | 1) dQ(e,l) = / /A2<c>e29”eA<C>69Tld@<c,z>,
(0,00} D[0,00)P [0,00)}/ RP

where Q is the law of (C, L) on RPTif (€, L) possesses law @ on [0, 00) x
DJ0,00)P. Thus the supremum over @) in the entropy conditions (2.6)-(2.7)
can be bounded by a supremum over all measures on RP™! of functions that
correspond to a time-independent Cox model. These suprema satisfy the
entropy bounds (2.6)-(2.7) under a smoothness assumption on A, as explained
in Section 2.4.

4 Concave Majorants

In this section we list a number of results related to concave and upper semi-
continuous majorants that are essential in the proofs of the main results.

Given a function ® : I — R on an interval I C R, its least concave
majorant ® is defined as the pointwise infimum of all concave functions f :
I — R with f > ®. If ® is upper semi-continuous, then so is the function ®,,
defined by ®,(s) = ®(s) — as, for any a € R. If, furthermore, I is compact,
then this function attains a maximum on the interval I and the set of points
in [ at which it is maximal is closed (being the inverse image of the one point
set {max ®,} under ®,). In that case, we can define

argmax ®, = argmax{®(s) — as} = max{s € I : ®,(s) = max D,(1)}.
sel €
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As a concave, bounded function on I the function ® is continuous on the
interior of I, is differentiable from the left and the right everywhere in the
interior, and is differentiable except at at most countably many points. Let
@' be the left derivative of ®. The following result has been used by several
authors, probably first by Groeneboom (1985), and is explicitly stated in
Jongbloed (1999). It shows that the functions ® and a — argmax ®, are each
other’s inverses. For a concrete function ®, such as an empirical distribution
function, the validity of the lemma is easily ascertained by a picture. Because
we apply the result to functions ® that in principle may be irregular, we
supply a rigorous proof for the general case.

Lemma 4.1 Let ® : I C R be upper semi-continuous on the compact interval
I C R. Then for any t in the interior of I and any a € R we have that
d'(t) < a if and only if argmax &, < t.

Proof. For simplicity of notation, let the interval I be the unit interval
I=10,1).

Define a function

((t) = inf max M

s<t u>t u— S

Then ¢(t) < a if and only if there exists s < t such that for all u > ¢
the quotient in the display is strictly smaller than a, which is equivalent to
O (u) —au < P(s) —as. (For the “if” we use that the maximum over u > ¢ is
assumed.) This is equivalent to the largest point of maximum of ®, (which
exists!) being strictly to the left of ¢.

If it can be shown that £(t) is equal to the left derivative of ® at t, then
the lemma is proved. We shall show that this is the case, but by somewhat
of a detour.

First consider the case that ® itself is concave. Then the quotients ((ID(u)—
®(s))/(u — s) increase to r(s) := (P(t) — ®(s))/(t — s) as u decreases to t,
for fixed s, and r(s) decreases to the left derivative of ® as s 1 t. It follows
that ¢ is the left-derivative of ® if ® itself is concave.

Applying the preceding arguments to the function ® instead of ®, we see
that argmax {®(s) — as} < t if and only if & () < a. We shall conclude the
proof of the lemma by showing that argmax {®(s) — as} < t if and only if
argmax,{P(s) —as} < t.
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Define functions g; and h; by

gi(a) = max {®(s) —as},  hi(a) = max {®(s) - as},

and define g; and hy similarly from ® instead of ®. Then g,(a) < §:(a) and
hi(a) < hy(a), because & < ®. Because

gi(a) =1inf{b:as+b> P®(s),Vs € I},

and similarly for g, the definition of ® shows that §,(a) < ¢;(a) and hence
gi(a) = gi(a).

By the definition of argmax as the largest point of maximum it follows
that argmax {®(s) — as} < t if and only if the maximum of s — ®(s) — as
on [t, 1] is strictly less than the maximum before ¢, i.e. if and only if h(a) <
g1(a). This implies that hy(a) < g1(a) = g1(a), which in turn is equivalent to
argmax, {®(s) —as} < t.

Thus argmax,{®(s) — as} < t implies that argmax,{®(s) — as} < t. For
the proof of the converse assume that argmax,{®(s) —as} < ¢. Then there
exists ¢’ < ¢ such that gy(a) > gi(a), which implies that gv(a) > gi(a) =
g1(a). Thus the map s — ®(s) — as possesses a point of maximum strictly
left of t. It remains to be proved that the largest point of maximum is also
strictly left of t.

Suppose that this is not the case. Then there are points tq,ts with ¢; <
t <ty at which a — ®(s) — as is maximal. This implies that s — ®(s) is
below the line s — ®(t;)4a(s—t1) = D(t2)+a(s—ts) on [ty, t,]. By concavity
this can happen only if P is equal to this line, i.e. ® is linear on [t1, to] with
slope a. Every point in [ty t5] is then a point of maximum of s — ®(s) — as
and we may choose a larger value of ¢; < t, if necessary, to ensure that the
map s — D(s) —as assumes its maximal value on I on the subinterval [0, ¢1],
ie. ®(s) —as < O(ty) —aty for all s > ¢, and P(s) — as < $(t1) — aty for all
s € I. Fix a point t3 with ¢; < t3 < t5. By the upper semi-continuity of ® ,

c:=®(ty) —at; — gn;gc(@(s) —as) > 0.
Consider now the line L through the points (ts, ®(t1) + a(ts — t1)) and
(L, ®(t1) + a(l — t1) — ¢), ie. L(s) = ®(t1) + a(ts — t1) + a(s — t3), for
slope

a=a— < a.

1—13
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It is straightforward to verify that L > ® on I. (Use a < a on [0, 3] and the
definition of ¢ on [t3,1].) By the definition of ® it follows that L > ® as well.
However, L(ty) < ®(t2), a contradiction. =

If ® is not upper semi-continuous, then we might first replace it by its
smallest upper semi-continuous majorant ®, which is defined as the infimum
over all functions f : I — R with f > ® that are upper semi-continuous.
Next we can compute the concave majorant ® of ®. This is bigger than P,
of course, but only at the boundary points, in view of the following lemma.

Lemma 4.2 Let ® : I C R be arbitrary on the compact interval I C R.
Then ® = ® on the interior of I.

Proof. As a concave function on I, the function ® is automatically contin-
uous on the interior of I. Therefore, its upper semi-continuous majorant is
obtained by increasing its values at the boundary points, if necessary:

@) = {CID(x), if v €1,

limsup, ., ,; P(y), if z €l

=l

(Cf. Lemma 4.3 below. Note that for z € I the value ®(z) cannot be
strictly bigger than lim, ; ®(y), because of concavity. This is the reason
that we can restrict the limit over y to y in the interior of 1.) We claim that
this function is concave on I. Indeed, it is concave on the interior of I. If z
is in the boundary of I and y is in the interior of I, then, for some x,, — =

with z,, € I and every 0 <t <1,

(1 - £)d(y) + td(x) = lim (1 — )B(y) + td(x,)

n—oo

< lim é(ty + (1= t)z,)

n—oo

— Bty + (1 — t)x) = d(ty + (1 — t)z).

Similarly, if both x and y are in the boundary of I. Hence dis a concave,
upper semi-continuous function that is blgger than ® on I. Because o > P,
it follows that d > ® Being concave, @ is then also bigger than <I> so that

o > o > ®. As we have seen, the leftmost and rightmost function are equal
on the interior of I and hence the three functions coincide there. =
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If ® is a stochastic process, then so is its smallest upper semi-continuous
majorant ®. It is a fortunate fact that some important properties of a se-
quence of processes ®,, are inherited by the sequence ®,,. To derive this we
need the following characterization of W.

Lemma 4.3 Let ® : T — R be an arbitrary function on a metric space T
Then ®(t) = limsup,_,, (s) for every t.

Proof. It suffices to show that the function ¥ defined by taking the limsup
over ® is upper semi-continuous, because we certainly have that ®(t) >
limsup,_,, ®(s) (because ® is upper semi-continuous by definition), which is
bigger than W(t) (because ® > ®). Now

limsup ¥(s) =inf sup inf sup @(u) < sup D(u),
s—t £>0 g(s,t)<e 9>0 d(u,s)<s d(u,t)<n

for any > 0, as we can see by choosing ¢ = § = 1/2. Then the left side is
also smaller than the infimum of the right side over > 0, which is U(¢). =

Lemma 4.4 Let Z,, and Z be maps from a probability space into (>°(T') for
some metric space T such that Z is Borel measurable and separable and such
that Z, ~ Z in {>(T). Then Z, ~ Z in {>(T) (provided that Z is Borel
measurable).

Proof. By the almost sure representation theorem (van der Vaart and Well-
ner, 1996, Theorem 2.10.4), there exists a probability space and maps Zn, 7
Q) — (°(T) such that Z, — Z (outer) almost surely in ¢>°(T) and, for every
n € N and every bounded function f : (*(T) — R,

B f(Z,) =B f(Z),  E'f(Z)=Ef(2).

For any given random variables ¢,, the inequality || Z, —Z||7 < &, is equivalent
to Z(t) —e, < Zy(t) < Z(t) +¢, for every t € T, by Lemma 4.3, and implies
that Z(t)—e, < Z,(t) < Z(t)+¢, for every t € T. We conclude that Z,, — Z
outer almost surely in £>°(7"). Because the function g : z — z — f(Z) from
£>°(T) to R is bounded for every bounded function f : £>°(T") — R, we obtain

that B'f(Z,) = B'g(Z,) = E'g(Z,) = Bf(Z,) — E'f(Z) = E*g(Z) =

E*g(Z) = E*f(Z) for every bounded, continuous f, whence the result. =
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Weak convergence in £*°(7T") is connected to the modulus of continuity.
We can also compare the moduli of a stochastic process and its upper semi-
continuous majorant directly.

Lemma 4.5 For any function ® : T — R on a metric space T, § > 0, and
open set G C T,

sup 1®(s) — (1)l = sup 1®(s) — d(1)!,

d(s,t)<é d(s,t)<d
sup (t) = sup ®(t).
teG teG

Proof This is an immediate consequence of Lemma 4.3. =

5 Covering Numbers

In this section we collect some preservation properties of uniform covering
numbers, useful to bound the entropy of classes of complicated functions by
bounds on the entropies of more standard classes.

Covering numbers N (g,f , LT(Q)) yield a measure of the complexity of
a class F of measurable functions f : X — R relative to the L,-norm corre-
sponding to a measure (). They are defined as the minimal number of balls
of radius € > 0 needed to cover F. An envelope function F' is a measurable
function ' : X — R such that |f| < F for every f € F. We denote by || f|lo.r
the norm of f in L,(Q).

The uniform (Lg-)covering number of a class F relative to the envelope
function F' is the number

sgp N(€||F||Q72, F, L2(Q)),

where the supremum is taken over all discrete probability measures ) on
(X, A) such that ||F|/g2 > 0. The logarithm of this number is the uniform
entropy of the class. A basic inequality using these numbers, due to Pollard
(1989), is that

(5.1) Esup|an]§/ \/mgsupzv(g“FHQ,z,f,LQ(@)dg(PFQ)l/Q,
fer 0 Q

provided the class F meets certain measurability requirements (see van der
Vaart and Wellner, 1996, Lemma 2.14.1).
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Given classes Fo, ..., F} of functions f; : ¥ — R and a map ¢ : R*¥ — R,
let F = Fo X -+ X Fp, and let ¢ o F denote the set of functions x +—
o(fi(z),..., fu(x)) as f = (fi,..., fr) ranges over F. Assume that for some
measurable functions L; : X — R, constants «; € (0, 1], every x € X, and
every f,g € F,

6(f () = og(@)! <Y Li(@) filw) — gax)™.

=1

Then the function 2L - F* := 23°% | L, F is an envelope function of the class
&(F) — &(fo), for any fixed fy € F, if F; is an envelope function for F;. The

function
(L . Fa)T - (Z LzFirai)l/r

is almost as good and more natural when using the L,-norm (r > 1). We
note that k'L - F* < k~Y"(L- F®), < k~Y/"L - F*, so that for fixed k these
envelopes are equivalent.

A simple case of interest is when ¢ is uniformly Lipschitz of Lipschitz
constant 1. Then we can take a; =1 and L - F = ZleFi.

Lemma 5.1 For anyr > 1,

k
sup N (ell(L - F*)llqur 6(F), Li(Q)) < Hsgp N (N Fill@uras Fir Lo(Q)).
i=1

Proof. This is an extension and restatement of Theorem 2.10.20 of van der
Vaart and Wellner (1996, page 199). Also see Pollard (1990, section 5). w

Example (Products). For any » > 1 and any classes of functions F and
G with envelopes F' and G we have

sgp N(\/§E||FG||Q,T, FG,L.(Q))

< SgPN(Zl/T*SHFHQ,ra}—y LT(Q)) SgpN(d'GHQ,T?g? LT(Q))

This follows from the lemma with ¢(f,g9) = fg, a1 = as = 1, L1 = G and
Ly = F. We use this example in particular with G consisting of the single
function G, in which case of course the last supremum in the display is equal
to 1.
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Example (Sums). For any » > 1 and any classes of functions F and G
with envelopes F and G we have

sgp N(EHF +GllosHF +3, LT(Q))

< SgpN(&HFHQ,T,}_, LT(Q)) SlclgpN(5||G||Q,m g, LT(Q))

This follows from the lemma with ¢(f,g) = f+ 9, a1 = as =1, and Ly =
Ly, =1.

Example (Quotients). For any class F of functions f : X — [n,00) for
some 77 > 0, we have

<||F||
supN(e —
Q

12 llg 1/F, LAQ)) < sup N(el|Fllgu F, L (Q)).

This follows from the lemma with ¢(f) = 1/f and L; = 1/n*. The bound-
edness from below can be much relaxed, by using a lower envelope function,
along the lines of Example 2.10.22 in van der Vaart and Wellner (1996).

Next consider functions formed by integrating out one variable from a set
of functions of two variables. Given a measurable function f: X x Y — R
on a product measurable space and a fixed probability measure R, let

f(z) = / f(,y) dR(y).

Let F be the set of all functions F as f ranges over F. The function F
for F' an envelope of F is a natural envelope for this class. When using the
L,-norm the function

Fue) = ( / F(z,y) dR@))"",

which is bigger in general for » > 1 by Holder’s inequality, is sometimes more
natural.

Lemma 5.2 Foranyr >s>1andt > s,

Sup N (2ellEllg.r, F, Li(Q)) < Sup N Flae F, Ll(Q).
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Proof. This is an interpolation between results given by Sherman (1994,
Lemma 5) and Ghosal et al. (2000, Lemma A2). Because the use of the
parameter s is essential for this paper and makes the result somewhat non-
trivial, we include the proof.

By Jensen’s inequality, for any probability measure @),

QIf —alI* < (@ x R)|f —gl".
Furthermore, QF; = (Q x R)F*. Hence, for every £ > 0 and @,
N(ell Follgs F, Ls(@)) < N(ell Flloxr,s, F, Ls(@ x R)).

The right side does not decrease if the Ls-norm is replaced by the L;-norm for
t > s, by Problem 2.10.4 of van der Vaart and Wellner (1996). (We note that
the condition that the envelope function be strictly positive in that problem
is superfluous: the covering number N (¢||F||q.s, F, Ls(Q)) for an arbitrary
measure () with QF* > 0 is not bigger than N (¢||F||q, s, F, Ls(Q1)) for Q4
the probability measure defined by Q1(A) = Q(AN{F > 0})/Q({F > 0}).)
After this replacement the right side of the preceding display is bounded by
the right side of the lemma with ¢ instead of £7/%.
We now conclude the proof by showing that

Sgp N(21_S/T5HFS“Q,T’}~—: Lr(Q)) < SgpN(gr/SHFSHQ’S,./%, LS(Q))

To see this note first that
QIf =" <QIf =gl F) ™ =2"°P|f — I"QF] ",

for the measure P defined by Pf = QfFT $ JQET=*. Therefore, if P|f—g|* <
|| F, |3, then Q|f — §|” < 27%"QF. This proves the desired inequality.

The appearance of the power £/% in the right side of the first inequality
of the preceding lemma is disconcerting. It is ¢” when using the smaller,
“natural” envelope function F' = F,, but reduces to ¢ when using the big-
ger envelope function F,. If applied to the class Fk, of functions (z,y) —
f(z, ) (y/b)/b the inequality with r = s =t = 2 gives the envelope function
Fy(x) = ([ F2(w, y)k*(y/b)/b* dR(y)) ", which is of the order 1/v/bif F =1
and R is the uniform measure on [—1,1]. Thus this type of envelope func-
tion behaves badly if the bandwidth b tends to zero. On the other hand the
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natural envelope F(z) = [ F(x,y)k(y/b)/bdR(y) = 1 (if F = 1) is bounded,
as it should be for this class of functions. The parameter s allows to make a
trade-off between a “bad envelope” and a “bad power of €”. If the class F
is “small”, then its entropy evaluated at €2 rather than e will still be small,
and we can use the good envelope function. For a large class using the bad

envelope may be preferable, in particular if the entropy of F is large than
1/e.
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