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Summary

Length-biased time-to-event data are commonly encountered in applications ranging from
epidemiologic cohort studies or cancer prevention trials to studies of labor economy. A
longstanding statistical problem is how to assess the association of risk factors with survival in the
target population given the observed length-biased data. In this paper, we demonstrate how to
estimate these effects under the semiparametric Cox proportional hazards model. The structure of
the Cox model is changed under length-biased sampling in general. Although the existing partial
likelihood approach for left-truncated data can be used to estimate covariate effects, it may not be
efficient for analyzing length-biased data. We propose two estimating equation approaches for
estimating the covariate coefficients under the Cox model. We use the modern stochastic process
and martingale theory to develop the asymptotic properties of the estimators. We evaluate the
empirical performance and efficiency of the two methods through extensive simulation studies.
We use data from a dementia study to illustrate the proposed methodology, and demonstrate the
computational algorithms for point estimates, which can be directly linked to the existing
functions in S-PLUS or R.
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1. Introduction

In observational studies, such as studies of unemployment duration in the labor economy
(Lancaster, 1979; de Una-Alvarez, Otero-Giraldez, and Alvarez-Liorente, 2003), cancer
screening trials (Zelen and Feinleib, 1969; Zelen, 2004), and HIV prevalent cohort studies
(Lagakos, Barraj, and De Gruttola, 1988), one often encounters right-censored time-to-event
data subject to length-biased sampling. Length-biased sampling is a special case of left
truncation. Following the terminology in the literature, length-biased data are defined for
left-truncated and right-censored data under the stationarity assumption, which assumes that
the initiation times follow a stationary Poisson process. As a result, the probability of
observing a failure time # is proportional to ¢ itself.
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Length-bias is one of the major biases that are difficult to remove by trial design and may
confound the interpretation of disease-specific survival. In a randomized cancer screening
trial, the observed survival benefit for individuals whose disease is detected by screening
versus by symptoms can be confounded with length bias. This is because cancers with a
longer duration of preclinical disease are more likely to be detected by screening
examination, and are thus overrepresented among the screen-detected cases. Moreover,
cancers with a longer preclinical duration (i.e., with slower growing tumors) are often
associated with more favorable prognoses. Another example of length-biased data can be
seen in a study of dementia among elderly people. In the Canadian Study of Health and
Aging (CSHA), a total of 14,026 subjects who were 65 years or older were randomly
selected throughout Canada, and 10,263 agreed to participate in this multicenter
epidemiologic study (Wolfson et al., 2001). Among the participants, 1,132 were identified as
having dementia and were followed until the end of the study. The investigators noted that
patients who had experienced a longer duration of dementia symptoms at the time of
recruitment to the CSHA tended to live longer (Wolfson, et al., 2001). That is, the sampled
cases were subject to length-bias. It is of great interest to investigate how different types of
dementia may impact long-term survival in a regression analysis after adjusting for length-
biased sampling.

In the aforementioned example, the observed time from the diagnosis of the disease to the
subsequent event (death) is subject to length-biased sampling. The outcome of interest is
time from disease diagnosis to death. The data set we considered is a prevalent cohort
consisting of subjects with the disease of interest at the examination time who were then
followed for a subsequent terminal event (e.g., death). The data on each subject in the cohort
include an initiating event (e.g., diagnosis of the disease) and a failure event (disease
recurrence or death) for those subjects who have been accrued. Apparently, the failure times
will be left truncated if the initiating event is not observed or the failure event occurs before
sampling time, and the failure times can be right censored during follow-up. Length-biased
sampling occurs in this setting because the “observed” time intervals from initiation to
failure in the prevalent cohort tend to be longer than those in the target population.

Methodology development has focused on nonparametric estimation of the length-biased
distribution in one-sample problems (Turnbull, 1976; Vardi, 1982, 1985, 1989; Gill, Vardi,
and Wellner, 1988; Lagakos et al., 1988; Wang, 1989; Asgharian, MLan, and Wolfson,
2002; Asgharian and Wolfson, 2005). One complication in analyzing such data is the
potential dependence between the failure time and the right-censoring time, measured from
the initiating event (diagnosis) to the event of interest. The informative censoring induced by
the sampling scheme has been avoided by prohibiting right censoring (Vardi, 1985; Wang,
1996) or by simply ignoring it. A second complication occurs when evaluating the covariate
effects on the time interval measured from the diagnosis of the disease to the event of failure
for the target population. This evaluation proves to be difficult because the model structure
assumed for the target population is often different from the one for the observed length-
biased data. Recently, Shen, Ning, and Qin (2009) proposed some methods for modeling
covariate effects for length-biased data under transformation and accelerated failure time
models. Bergeron, Asgharian, and Wolfson (2008) assessed the bias induced for covariate
estimates under length-biased sampling using a full-likelihood approach with a parametric
model.

Coxs proportional hazards model has been widely used to model the risk factors of a failure
time in classical survival analyses (Cox, 1972). On the other hand, it has been noted in the
literature that conventional regression methods, such as the standard Cox partial likelihood
method, may produce biased estimators if right-censored data is subject to biased sampling.
The partial likelihood approach proposed for left-truncated data can be applied to estimate
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the covariate effects for length-biased data under the Cox model (e.g., Kalbfleisch and
Lawless, 1991; Keiding, 1992; Wang, Brookmeyer, and Jewell, 1993). However, the
efficiency of the estimators may not be ideal because the important information pertaining to
the stationary Poisson process is not utilized. Wang (1996) was the first to use the
semiparametric proportional hazards model to estimate covariate effects when the observed
failure times were length-biased; Wang used a bias-adjusted risk set for the construction of
the pseudo-likelihood. However, a major restriction in her approach was the assumption that
the length-biased data are not subject to right censoring. More recently, Ghosh (2008)
proposed an estimating equation approach that allows right censoring of the length-biased
data under a proportional hazards model. However, Ghosh assumed that the cross-sectional
data did not have any follow-up. Therefore, Ghoshs proposed method may not be general
enough or valid if there are follow-up data subject to right censoring.

Given the popularity and importance of the Cox regression model for analyzing survival
data, the aims of this work are to propose two inference methods to assess the covariate
effects under the semiparametric Cox model for length-biased data subject to right
censoring, and to compare the proposed methods with the conditional approach for left-
truncated data. The proposed methods are based on the generalized estimating equations.
One major advantage of the proposed methods is computational simplicity. The estimation
algorithms can be directly linked to existing S-PLUS, R, or SAS codes for the Cox model by
adding appropriate weights for the linear predictor in the function. The remainder of this
paper is organized as follows. In Section 2 we introduce the basic notation and the
estimating equations and provide inference procedures and theoretical properties for the
proposed estimators. In Section 3 we evaluate the performance of the proposed estimators
and compare them with existing methods through simulation studies. We also illustrate the
methods through application to the demential data example and demonstrate the
computational algorithms for point estimates, which can be directly linked to the existing
functions in S-PLUS or R. We provide concluding remarks in Section 4 and proofs of the
theorems in the Appendix.

2. Estimation Methods
2.1 Data and Model

Assume T failure, to be the duration from the initiating event (diagnosis or onset of the
disease) to A to be the duration from the initiating event to examination, V to be the duration
from examination to failure, and C to be the duration from examination to censoring. Under
length-biased sampling, one can only observe 7 among those 7> A. Let T=A + Vbe a
positive lifetime random variable, where A is the truncation variable (or backward
recurrence time), V is the residual survival time (or forward recurrence time), and X is the
baseline covariate vector. It is reasonable to assume that C and (A, V') are independent, and
that the censoring distribution is independent of covariate X.

For a random sample of n independent subjects, the observed data consist of {(A;, Y, d;, Xj),
i=1,...,n}, where ¥;=min(T}, A; + C}), T; = A; + V;, and 9; = I(V; < C)). Let frepresent the
unbiased density for T, and g represent the length-biased density (conditional on 7' > A).

Then, for the observed length-biased data T, its density function g is associated with the
unbiased density f, as follows:

if (1) S
g(r}=fT, p= [ uf () du.

Given the covariates, X = x, the density of T can be expressed as
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if () tf (1)
g(flx) =— = ,
0 uf (ulx) du ()

where g(t}x) and f{#|X) denote the covariate-specific length-biased sampling density and the
population (unbiased) density. Assume that failure times in the target population (unbiased),
T, follow the proportional hazards model

A(tle) =g (1) exp (ﬁgw) . 1)

where Aq(?) is an unspecified baseline hazards function and f is a vector-valued unknown
regression coefficient for X.

Likelihood principal—In order to better understand the structure of length-biased data,
we start with the bivariate observation for A and 7. Given the covariate X = x, the joint
density of (A, T') can be decomposed as a product of the marginal distribution of A and the
conditional distribution of 7 given A. Such a formulation has been utilized in analyzing left-
truncated data (e.g., Andersen et al., 1993, pp 166-167; Wang, 1989):

fu (a,1tlx) :.ﬁ (alz) .)(;I.l (ta, @)= [SI. el S (r>a)]

p () S, (alz)

where Sy(#x) is the survival distribution for the unbiased failure time given x. Given
truncation time A = a, the conditional likelihood of Y is proportional to

n W RIS (Y s,
LL_:I—[f(.\riX:-,B) *Sb'(.‘F|er)6)
i=1

Sf. (aF|XF-,8) (2)

As described in detail by Wang et al. (1993), L can be further expressed as the product of a
partial likelihood and the residual likelihood:

L.=L,(B)L,(B.10),

where

L,(B)=

(3)

and the residual likelihood, Lg(f,4) is referred to as an “ancillary” term by Wang et al.
(1993), which includes the baseline hazard function /g and #. Under the Cox model, Lp has
an expression similar to that of the partial likelihood function for traditional survival data
(without left truncation) except for the definition of the risk sets R(y) = {j : @; < y < y;}.
Intuitively, the ignored information for covariates (i.e., ) contained in the marginal
distribution of A and the residual likelihood may lead to a loss of efficiency.
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2.2 Estimating Equation Approaches

We start with a special case in modeling covariate effects for length-biased data without
right censoring. Let the marginal density function of covariate X be denoted as /(x). Then
the conditional distribution of X given T = ¢ follows:

(T =)= 2D @) the)h (@) [u(@)

[z h(x)de [if (te)h (@) (@) de’

Thus, under the proportional hazards model, the conditional expectation of x is

_ f:rrf (tle) h(x) /u(z) dz
~ [if () () Ju () dee

far exp (ﬁra:) S, (tlx) h(x) /u(x) da
- fexp (ﬁTm)s{. (tle) h(x) /p(x) da
_E| Xexp(p7 X)S |, (1.X)/u( X))
" E[exp(B7 X)S , (1 X) [u(X)]

E[X|T=1]

The second equation holds because A(#) is canceled out. Using the fact that

E[T71(T>0|X]=5, (1X) [u(X),

we obtain

E [ Xexp (87 X) T 1(T>1)

E[X|T=f]= Elexp BT X)T-1(T>0)]

Therefore, we can construct the following unbiased estimating equation to estimate § :

CTLX exp (87 X,) T;'1(T>T;) _
W e exp(B7X,) T (T52T)

INE

In fact, the above estimating equation is the same as the score equation derived from the
pseudo-likelihood function by Wang (1996). By generalizing the above derivations to
length-biased data with right censoring, we propose two estimating equation approaches.

Estimating Equation I—When length-biased failure time 7 is subject to right censoring, a
natural extension of the above estimating equation can be proposed as follows. Recall that
the joint density distributions of (4, V') and (A, T) given covariate X = x have the same
formula without censoring (Asgharian and Wolfson, 2005):

f(ili), t=a+v>0.

f.\ v (g, v X=x)=
ot ulx

With potential censoring, the probability of observing a pair of uncensored data is
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pr(A=a, V=y —a,Czy — a| X=x)
= pr(A=a,V=y—a|X=x)pr(Czy—a)
fOlE)S, (v—a)u(x), (5)

where S¢ is the survival distribution for censoring variable C, assuming that the right-
censoring variable C is independent of covariate X. Using a concept similar to (4), we have
the following conditional expectation when there is right censoring:

[ f W) [iSc = @r's 7 (¢ - @) dads/p =)
J31 ) fu @) di=S , (o) [ ()

(6)

In addition, utilizing equation (6), we can replace Sy/(y|X)/u(X) the following conditional
expectation:

E[X|Y=y,6=1,A=d]
f:cf Ole)S, (v -a) h(x) /u(x)dx
folx)S. (v—a)h(x) /u(x)dz
E| Xexp(7 X)S , 61X) /u(X)]
E[exp(ﬁTX)S{_,[_vIX'),ﬂ',ut'Xll ! 1)

Combining (6) and (7) leads to the following estimating equation:

X, - =1, (¥2 )6, exp (87X ) (¥ (¥, - A))) =0

1 1(V2Y) 6 exp (BTX) Y55 (¥ - ,4}.)}‘] : .

U, ) =‘,§|‘5i

When S¢ is unknown, we can replace it with its consistent Kaplan-Meier estimator for
residual censoring time, which leads to an asymptotic unbiased estimating equation we call
EE-I.

Estimating Equation ll—An alternative estimating equation approach with a different
weight can be proposed. Given (5), we can express the probability of observing the length-
biased failure time at y by integrating out a:

Iy Ol) we (v)

pr(Y=y,6=1|X=x)= ,
1 (x) 9)

where we(y) :ﬁ,S{- (¢) dt. Based on (9), we have

E[1(Y>y,6=1) /w.(Y)|X=x]
[T f ey de [(S . () dv/we (@) ()
[5 1 ) dijp@)=S , (k) [u ().

(10)
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Therefore, we can replace Sy (y|X)/i(X) in equation (7) for the conditional expectation of X
with the corresponding observed data to construct the following unbiased estimating
equation to estimate f :

U, (B)=56|X; - T (Yj2Y5) 6w (Vi)l_l_)](«f exp (8" X)) =0.
B 1Y) 8w (V)] exp (BTX;) (11)

By replacing w.(¢) with its consistent estimator, we have an asymptotic unbiased estimating
equation, which we call EE-IIL.

Estimating Equation LT—Clearly the above two estimating equations require the
information of the distribution function for censoring variable C. In contrast, an approach
proposed for delayed-entry/left-truncated data does not require estimating the survival
function for the censoring variable. Conditional on X, one has

E[I1(Y2y,A<y,0=1)|X =]
= E[I(T2y,C+A>y.A<y)|X=x]
= f:uf';f(rl:z:) Julx) S . (t — a)dadt
S, 0l we () /u(x).

Therefore, when censoring variable C is independent of covariate X, w.(.) is canceled out on
the right side of the following equation: Conditional on X, one has

E[ Xexp(fT X)(T=y.A<y.6=1)]
E|exp(8" X )I(Yzy.A<y.o=1)]

E[ Xexp(f" X)W X)/u( X))

.‘:.'| exp(f7 X)5 :_\‘|X],-'y[XJ| ’

Similar to the constructions of the first two estimating equations, one can construct the
estimating equation

Zjl l-"f 2Yis “-.f%\‘fl X exp (,3'*"Xj )
x 1 [y ary;) exp (7))

n
Ur ()8) :;‘j‘]ﬁ" Xr’ ==
(12)

which is the score equation of the partial likelihood of (3) for left-truncated data under the
Cox model (Kalbfleisch and Lawless, 1991;Andersen et al., 1993;Wang et al., 1993). We
call this equation EE-LT. Unlike EE-I and EE-II, the summations in the fraction terms of
EE-LT can include both failure and censored times as long as the pair (g;, y;) satisfies the
inequality condition. The large sample properties for the above estimating equation have
been explored in the literature (Wang, 1989;Wang et al., 1993).

2.3 Asymptotic Properties

The consistency and weak convergence of £ can be established for estimating equations EE-
I and EE-II under the regularity conditions stated in the Appendix. Using the counting
process notation of Andersen et al. (1993), for the ith subject, define risk set R;(¢) = I{Y; =
[}5i and Ni(t) = I{Yl <t Ci =Y - Al} Define
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Sk“’ (B.1 =n"! _g] we (DR (1) W -;Xa'ef CxXp (JSTXf) ’

where k=1 for EE-1 and k =2 for EE-II, [ =0, 1, 2, and

Wi={Y:S . (Yi— A", Wam{we (Y}

Also, let

s
(B.1)

EcB,0= ?m

)

ex(B, 1) be the expectation of Ex(B, 1) si)(B, 1) be the expectation of Sy O(B, 1).

Estimating Equation I for §3—By generalizing the theoretical formulation of Wang
(1996) to the setting with right censoring, we can construct

Myi () =N; (1) = [owe ) Ri (v) Wi exp (B] X)) do (3)

and prove it to be a mean zero stochastic process. Specifically, using equation (6),

EMy; ()= E[N,-(f)— j‘j,E{,,—if’_f%‘j—_,[x-}uv ) -1(\‘1)(-)4“]
= E[ﬂ}c{ (‘}f;?;",}s (v— a)da Iﬂ'q“‘t;‘;{}“ () l(\lX}d\l =0.

Therefore, if S¢ is a known function, estimating equation (8) can be asymptotically
represented by the following independent and identically-distributed (i.i.d.) summation of
the mean zero process:

Uy (Bo) =X [o1Xi = e1 (Bo. )} dM1i (1) +0, (1). .

To obtain an estimator for 8, we replace Sc(f) with its consistent Kaplan-Meier estimator
Sc(?) for the censoring time in (13). We then have the estimating equation

U (ﬁ):ilj; {X,- -Ei (B r))}dN,—(r),
= . (14)

where

=1y
=) =S -1
Ev@B0=3582 Wi={¥5, (v - a))
& ’5|h3u”

n — v =
S1 (B.0)=} ZWe (1) Ri () Wy; exp (X)X, We=[,S.wdu.
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In the Appendix and Section 1 of the Supplementary Materials, we show that under the
regularity conditions there exists a unique solution to the equations U;(#) = 0, and

i P _ ~ .

[l B1 = Bo ||— 0. Moreover, n 120, (B) converges weakly to a mean zero Gaussian process
with a variance-covariance function Y ;. Let £ be the solution to equation (14). By Taylor
series expansion,

n2 (B = o) =(C1 (8™ U (Bo) +o, (1),

where f* is on the line segment between ! and g, and I'1(8) = —n~ 190, ()/ 9.

Given the estimated ff; for f, a natural estimator for the cumulated baseline hazard function
that is similar to Breslows estimator can be proposed:

— s I (dN; (w)
Am(.f,ﬁ]) l-(} 10} : y 1€ [U..Tl.

ns | (B;.u)

. . . . - =]
The variance-covariance of 1 can be consistently estimated by I'/ X, I'j, where

n o = &eﬁ ) — —
rlzn—lEIJU{xi - E @}.r)} We (1) R; (1) Wy exp (B X;) d\yo (1)

. = &2
— n = — o

E.zn" _Z [IU {(X = E] (A[. I))dM],‘(IJ +MdM i “)}] i
a(E[. )__ lim L s & 10 A,(;?no,m‘-‘{ha}‘:\u tmu ¥ X exp(B” X )

n—cat 21 k=] s, (’H}-}
J .Y

Y () =£Z;’=|!(min(c;‘ Vi) >1), My; (£) =N; (1) - ﬂjﬁ,-(u,‘ R; (u) Wy; exp @XJ)JKHJ (1),

}I—Afu. (1) =1 (min (V;, C;) <1, 6;=0) — f:}f{'miﬂ (Vi C) 2u}dK{- (1), and A(?) is the Nelson-Aalen
estimator for residual survival time C.

Estimating Equation Il for ﬁg—Similarly, we can prove that the following stochastic
process has a mean of zero:

My (1)=N; (1) = [we () Ri (v) Was exp (B X:)dio ().

Using equation (10)

EMy()= E[N:() - [(E {21 (Y2y) I Xi) we ) 11X dy ]

- ot v £y S, X
E IJ“d_ 5 I:(;{’CJ]S (v—a) dal -E [JUH‘(- ['\' .i.-!:_‘;lfll ),.I (v X;) d_\:] =0,

Therefore, if S¢ is a known function, estimating equation (11) can be asymptotically
represented by the following i.i.d. summation of the mean zero processes:
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Uy (Bo) =2 [ 1X: — €2 (Bo. 0} dM3i (1) +0,, (1).

By replacing w.(f) with Ww.(f), we can solve for f using the following estimating equation:

U20=% [ {X,- - E2 (B, r))} dN; (1),

where

~(1)

S“) (ﬁ ,:' - I o iy T ol
E-v(ﬁ {)=————, and S, (,6.1):~'Zlu‘{.(.') R; (1) Waj exp (,6 X(-)X
ni=

S: (:8--")

In the Appendix and Section 2 of the Supplementary Materials, we prove that n~20,(8)
converges weakly to a p-vector mean-zero Gaussian process with a covariance matrix ) 5. In
addition, the solution to the equation U,(ffy) = 0 is consistent and unique. Using the Taylor
series expansion,

n17 (B = o) =IT2 ()0 202 (Bo) +0, (1,

where f* is on the line segment between £, and S, T'»(8) = —n~ 1 8U,(B)/ B, and Y, is the
covariance matrix of lim,,_,coUs(fp).

. . 5 . . ——ls =1
The covariance matrix of f§ can be consistently estimated by I', X,I', , where

—_ n 7 e2 — —
D=n'2 J“’{X,- —Ex(Ba.1)} e (0) RiWaidAn (1),
Ao (1) J’ 2 “,f"” W refo1l,

S» (B2u)

To=n" lz[jn{( rﬁ«))de (1) + ( )!M m}r:,

Ma; (£) =N; (1)
— [[47e () R; (u) Wy exp (B X)) dha (),
M, (1)
=1 (Y;<t, 6;=0)
— [l (Yizu)dA, (u).
T (1)
=1(<¥e) [1*5 . (u) du , and
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1 a o we (YD) R (Y) Xg exp (85 Xi) Wahi (1)
H (p2.1)=lim — 2 % =T -
$3 (;82,}’4')

Remark—The weight functions Wy; and Wy; in the two estimating equations play a similar
role in adjusting for the dependent censoring distribution in length-biased data.
Theoretically, both weight functions are valid choices. In the next section, we will
investigate the empirical performance of the estimators solved from EE-I and EE-II under
various scenarios.

3. Numerical Studies

3.1 Simulations

We carried out a series of simulation studies to assess the efficiencies of the two proposed
estimators relative to the estimator from Uy (f) and the estimator from the estimating
equation by Ghosh (2008), which is specified as follows, EE-III

1 (V2)0, X, exp (87X (15 (1)

n
Us (B) :_gldl' X - — =0.

= 1 (YY) s exp (87 X)) [Yis (V)] (15)

Note that (15) seems to have the same components of EE-I in (8), but the term S(Y; — A;) in
(8) is replaced by S(Y;) and information for the left-truncation time A is not used.

We generated unbiased failure times 7:,- from the proportional hazards model

At X) =20 (1) exp (a1 X1+a2X2),

where f# = (a1, ap) = (1, 1) or (2, 2), the binary covariate X; ~ Bernoulli(1,0.5), the
continuous covariate X, ~ uniform(—0.5,0.5), and the baseline hazard function is 2z. The
left-truncation time A; was independently generated from a uniform distribution (0, zg), and
the pairs (4;, T;) with A; < T; were kept. We chose 7 larger than the upper bound of T; to
ensure the stationarity assumption. When r was large enough, and we let

Tnf::f;.- () dt=7y (1 — F, (t0)) approximate to zero if 7o — 00,

if' (1)

P(T:f|A<T) e
o () dr

The censoring variables measured from the examination time were independently generated
from uniform distributions corresponding to various censoring percentages: 20%, 35%, and
50%. The censoring indicator was obtained by d; = I(T; < C; + A;). For each scenario, we
repeated the simulation 1000 times with cohorts of size n = 200 or n = 400.

The simulation results are summarized in Table 1. When the right-censoring rate varies from
low to moderate (20 to 35%), both EE-I and EE-II have unbiased estimators and reasonable
coverage probabilities. In contrast, the estimators from (15) led to severe bias and poor
coverage probabilities in all the scenarios we investigated. When the censoring percentage is
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small, which is equivalent to the censoring variable C being subject to heavy censoring, the
proposed variance estimators derived from the weak convergence of U/, may slightly
overestimate the true variance of f, which leads to an overestimated coverage probability.
The reason for this is that the weight w.(f) may be slightly overestimated under the heavy
censoring of variable C. The overestimation for the variance estimator disappears when the
right-censoring proportion increases. In application, this concern can be eliminated by using
the bootstrap variance estimator of £ if the censoring proportion is very small.

When the right-censoring percentage is high (50%), the estimator of £ from EE-I can be
biased due to the instability of weight function W in the denominator. This phenomenon
remains when the total sample size increases from 200 to 400. In contrast, the estimators
from EE-II are much more robust to various censoring percentages, its biases are small, and
its coverage probabilities are close to the nominal level, especially when the sample size
increases. The relative ratios for the variance estimators between the estimators from EE-II
and from EE-I show a loss of efficiency between 1 and 44% for EE-I. The largest loss of
efficiency for EE-I relative to EE-II occurs when there is heavy censoring.

As expected, the estimators obtained from EE-LT have larger variances than the estimators
from EE-I and EE-II, especially with small to moderate censoring, because EE-LT ignores
part of the information for f contained in the residual likelihood. The relative ratios for the
variance estimators between the estimators from EE-LT and EE-II show a loss of efficiency
of up to 42%. However, EE-LT has the advantage of not requiring an estimate of the
censoring distribution of C, which leads to a more robust estimation procedure for different
censoring distributions.

As suggested by a referee, we also performed a small simulation study to assess the bias in
the proposed estimators when the stationarity assumption is violated. Because the proposed
estimating equation approaches are derived for length-biased data, biases are expected in the
estimators obtained from EE-I and EE-II when the data do not satisfy the stationarity
assumption (shown in Table 2). For both EE-I and EE-II, the bias and the mean square error
increase with the percent of censoring. In contrast, the less efficient EE-LT approach
proposed for delayed-entry/left-truncated data does not rely on the stationarity assumption;
therefore, it leads to unbiased estimators.

3.2 Example: Dementia Study

The Canadian Study of Health and Aging was a multicenter epidemiologic study that has
been described in the literature (Wolfson et al., 2001; Asgharian et al., 2002). In the first
phase of the study, a total of 14,026 subjects who were 65 years or older were randomly
selected from throughout Canada to receive an invitation to participate in a health survey. A
total of 10,263 Canadians agreed to participate. The participants were screened for dementia
in 1991. From that cohort, 1,132 participants were identified as having dementia. The dates
of disease onset were ascertained from the participants medical records, and their dates of
death or right censoring were collected prospectively during the second phase until the end
of the study in 1996. After excluding participants for whom the date of disease onset or the
classification of dementia subtype was missing, there were 818 participants left. Their
dementias were classified into the following three categories: probable Alzheimer's disease,
n=393; possible Alzheimer's disease, n=252; and vascular dementia, n=173. At the end of
the study, 638 participants had died, and the others were right censored. The purpose of this
study was to assess whether the subtype of dementia at diagnosis had any effect on overall
survival.

We first checked the correlation between the type of dementia and the censoring distribution
C and found no statistically significant association. The stationarity assumption for the
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length-biased data was carefully validated by Asgharian, Wolfson, and Zhang (2006). To
perform a semiparametric regression analysis, we used the category of probable Alzheimer's
disease as the baseline and defined two indicator variables for possible Alzheimer's disease
and vascular dementia under the Cox model. The estimated covariate coefficients for the
three methods that adjust for length-biased sampling and the naive analysis that does not
adjust for length-biased sampling are summarized in Table 3. The estimated standard errors
for the covariate coefficients are obtained from the proposed consistent estimators for EE-I,
EE-IIL. It is clear from the results that the subtype of dementia yields little difference in long-
term survival under the methods that adjust for length-biased sampling. This finding is
consistent with the nonparametric survival estimators provided by Wolfson et al. (2001).
Note that the overestimated coefficient obtained from the naive Cox model suggests a
marginally significant prolonged survival for the category of possible Alzheimers disease
compared with that for the category of probable Alzheimers disease.

3.3 Computation Algorithms

Estimating covariate effects under the Cox model for right-censored failure time data is easy
for the end user with either S-PLUS (R) or SAS, via the function “coxph.” Our aim in this
section is to illustrate how to use existing software for traditional right-censored data to
analyze length-biased right-censored data under Coxs proportional hazards model.
Specifically, we describe slightly modified commands in S-PLUS (R) for the two proposed
estimating equations, EE-I and EE-II. For length-biased data, we can use the function
“coxph,” but with the “offset” option to add a linear predictor in the Cox model with a
known coefficient of one for the weight. For the estimating equation EE-I or EE-II, we use
the estimated weight for Wy; or Wy;, respectively, as the input for “offset” in “coxph,”. To
illustrate, using the previously described example, we define vectors Xy and Xp as indicators
of Vascular dementia and possible Alzheimer's disease, and then apply

>coxph (Surv{fulimc. rep (1, 1n))‘X1.+XJ,+0Ffsct (log (’H;] ))) ; daia:fdata) ;

where “futime” is the observed failure times, m is the total number of the observed failure
times, “fdata” is the subset of the whole data matrix among subjects with observed failure
times only, and W] is a vector consisting of the estimated weight of each failure time for
EE-I. Note that W] is estimated by the Kaplan-Meier estimator of censoring variable C on
allY;—A;andi=1, -, m,

WlF{Ys:‘ﬂ- (Yi - As)]_l

Similarly, for EE-II we can use W»; = {w.(Y;)} ! to give the input for the “offset” term in
“coxph.”

The Newton-Raphson method is used to solve the partial likelihood equation for estimating
p for conventional right-censored data in both S-PLUS and SAS. For the purpose of
comparison, we also used the Newton-Raphson iterative algorithm to solve £ from EE-I and
EE-II. It is not surprising that the numerical solution obtained from the Newton-Raphson
method for EE-I (or EE-II) is the same as the one obtained from the command “coxph” with
the “offset” option using log( Wl) (or log(Wz)), because EE-I (or EE-II) is identical to the
estimating equation of the ordinary Cox model treating W| (or W) as a fixed “offset” term
and restricting only the failure times. Note that EE-I (8) can also be expressed as
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I zf;zlf(yj;y,-)a',-_xjexp {B” X j+log (W)} N
i=1 1 1(Y2Y:)6; exp {87 X j+log (W1 )}

which is the same as the score equation used in the ordinary Cox model with a linear
predictor log(W7) restricting among the observed failure times. The censoring distribution
for C enters into the estimating equations (EE-I or EE-II) only through the estimated weights
W 1 Oor Wz.

4. Discussion

The methodology for estimating covariate effects under a proportional hazards model for
classical survival data has been implemented in standard software and is widely used in S-
PLUS, SAS, and other statistical packages. An advantage for our proposed inference
methods for length-biased right-censored data is that we can use the existing functions under
the Cox model in S-PLUS or SAS to carry out the point estimation by providing only an
estimated weight. Specifically, we only need to estimate weight Wy; from the Kaplan-Meier
estimator for residual censoring times S¢(#) and Wy;, which is an integral of S¢(f). We can
then use the “offset” option in S-PLUS (R) to incorporate the weights for the regular
“coxph” function. The consistent variance-covariance estimator of f can be obtained by

ﬁf{. Ty fork=,2, as proposed in Section 2.3 for the estimating equations. Alternatively,
one may use the bootstrap approach to obtain the corresponding standard errors using the
existing functions “coxph” in S-PLUS (R) or “PROC PHREG” in SAS.

For the two proposed estimating equation approaches, the desired asymptotic properties
were derived under mild regularity conditions. For both types of estimating equations, we
proposed two estimators for the baseline hazards function for Ay(#), which can lead to the
prediction of covariate-specific survival. However, the establishment of the asymptotic
properties of the Breslows estimators for the cumulative baseline hazards function is not a
focus of this work. When the censoring distribution of C depends on covariate X, we may
use the covariate-dependent weights S'c(t|X 1), which may follow a semiparametric model, a
parametric model, or a fully nonparametric Kaplan-Meier estimator for discretized
covariates.

Of the three estimating equation approaches we investigated, we found that EE-II may be
the most promising choice in general because it is robust to different censoring distributions
and utilizes all of the available information. The estimators obtained from EE-I are
comparable to those obtained from EE-II when the censoring percentages are small to
moderate, but can be unstable when censoring is heavy. This is because the impact of an
inverse of S¢(f) — 0 can be large at the tail, whereas the integral of Sc(¢) will not go to zero
at the tail. The estimating equation from the left-truncation model has the advantages of not
requiring an estimate for the censoring distribution and working for general left-truncated
data, which include length-biased data as a special case. However, the ignored component
from the full likelihood causes a loss of information in the estimating equation EE-LT,
which can lead to a loss of efficiency of up to 42% compared with that from EE-II in the
scenarios that were investigated. Using the estimating equation by Ghosh (2008) may lead to
a severely biased estimator for general right-censored length-biased data, while the method
was proposed for length-biased data without follow-up data. In this case, the informative
censoring mechanism cannot be accounted adequately. We hope that our results will
facilitate applications of the most commonly used semiparametric regression model, Coxs
proportional hazards model, in analyzing length-biased failure time data.
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APPENDIX
The regularity conditions for the large sample properties are:
a. (A;7Y,0;,X;) (i=1, -, n)are independent and identically distributed;

b. P(C;+A; = 1) >0, where tis a predetermined constant;

“ n=E [JTJ{X — ek (Bo. D) we (1) Ry (1) Wi exp (ﬁ;’;rX) dAo (I}] is positive definite
for k =1 or 2, where fy and A(7) are the true underlying values of £ and the
baseline hazard function;

d.

0 < w.(7) < c0 and L:[Urr'st () d“I_‘r‘ [SE S, (")” dS. (1) <2 \where Sy(t) = pr(Y
—A>10).
Consistency and uniqueness of ﬁ1

Consider a likelihood function

- (0)

L2 Sy B0
Li (ﬁ):;l:zlf{l LS—,BI])TX;'—IOg —_?:n—ﬁ‘- L«!’NJ(”

S| {ﬂll.”

Note that aL;(8)/9f = n~'U;(p) and

@2

9L 2 no 2 % 2 - 2
-iﬁg—lzr] B =n"" g;]f”{X,- - E ({J’.r}} we (1) Ri (1) Wi exp (87 X;) dio (B, 1)

By the strong law of large numbers and under the specified regularity conditions, L;(f)
converges almost surely to

E

s©O B.1)
ﬂ, l(ﬁ —Bo)" X - log {WH dN; (:)]

for any f, and '} () converges almost surely to I'j, as n goes to infinity, where
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I''=E [E{XI — €1 (Bo, D) we (1) Ry (1) Wy exp (,B(T;Xl)d/\m (Bo. f}]

is assumed to be positive definite. Therefore, L{(f) is concave for £, which leads to a unique
solution to U} (f). The consistency of £ also follows.

Weak Convergence of U(B)

By decomposing U;(f8) approximately by the following two components,

- n n -
FU1B= FI [(1Xi-E G0N0+ [§ {E,- (B.1) - E (ﬁ,r})} dN; (1)

= +[oiXi-e (,B,r))]dMl.-(rl-w»#;:Z]ﬁa(ﬁ. 1) —&—+0, (1),

dM“{r]
(16)

where

U n a1 (Y= A0 861 (YY) we (Y) Wi X exp (87 X
a(P,f)=—lim— X E }
n—con= i=lk=1 S :IGJ (ﬁ. Y;‘]

where M, (1) =I (Ci<t,6;=0) — f;}f (Cizu) dA,. (1), Ac(?) is the hazard function for C, and
(1) = Sc(t)Sy(f). The second term in (16) is derived using the fact that the Kaplan-Meier
estimator can be approximated by a sum of martingale integrals,

S-S, 1 » I dM, (s)
= 0

SRS, N fpgaiet L
Vi S0 Vni=1"Y m(s)

+(JP(I).

More details can be found in Section 1 of the Supplementary Materials. Under the regularity
conditions (a)-(d), n~ 120, (#) converges weakly to a Gaussian process with mean zero and
variance-covariance matrix X, where

E':EU‘T’ {{X,- — e; (8.0} dM; () += “?’ DM, tr)}J".

(1)

Consistency and uniqueness of 8,

Consider a likelihood function

- ()

1 n S, (B.1) .
Lg(ﬁ):;lzzlf; {,B—B:])TXg—IOg __?:_}}—)8‘_ dN;(1).

Sy (Bo. 1)

The rest of the derivation is then similar to that for f;.
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Weak Convergence of U,(B)

Similar to the asymptotic representation for (8), the estimating equation (11) can be
approximated by the following i.i.d. summation of a mean zero stochastic process, U»(ff) can
be approximated by the sum of i.i.d mean zero process,

1 ) = 1 i b 5 1 LS T N . .
FU2B= I [((Xi- B B.0)dNi(0+£X [, {Ez B0~ E2 B, m}aw,-m

noo~ dM ..
= o1 Xi— e B dMy )+ 2 [(H (B.0) S840, (1),

i x(1) 17)

where M,, (1) =1 (Vi<1,8:=0) — [(1 (Vizu) dA,. (),

] n n We (Yf) RJ'\' (Y:) Xk exp (JB;Xk) w(_'j ( YL] kk (I)
H@B,n=lim—=X
n=ca n=i=lk=1 S i,m (}31 yi)

]

and hy (1) =1 (1<Yy) J':"S ¢ (#) du. The second term in (17) explains the uncertainty induced by
Wwc(f). The last equation holds because all w.(f) and W.(¢) are canceled out inside E, and Ez,
and (Wq(Yy) — w(Yy)) can be expressed as an i.i.d. sum of martingales (Pepe & Fleming,
1991),

JM[_.I (1)

1/2 A . =1/2 R "
n'% (We (Vi) — we (Vi) =n j_:>=:If ok (0 —75

More details can be found in Section 2 of the Supplementary Materials.
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Table 3

Estimates (standard errors) of regression coefficients for dementia data under Cox model, using “probable
Alzheimers disease” as baseline

Length-bias adjusted analyses Naive Cox model
EE-I EE-II EE-LT
Vascular dementia 0.137 (.101) 0.074 (.101) 0.087 (.103) 0.076 (.103)
Possible Alzheimers disease  —0.109 (.093) —0.134 (.091) —0.037 (.093) —-0.182 (.093)
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