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CHAPTER I

Introduction

In this dissertation, I investigate three important problems concerning propor-
tional hazards regression. In two cases, complexities in the data structure require
that new methodology be developed; in the third case, existing methods are applied
in an interesting and non-standard manner.

In Chapter II, statistical methods are developed for case-cohort designs for clus-
tered failure time data. The case-cohort design is commonly used in large cohort
studies. Under this design, covariate data are collected for a random sample (named
the subcohort) from the entire cohort, and for any additional subject who experi-
enced the event of interest (cases) outside the subcohort. Therefore, this design is
appealing for large cohort studies because of its cost savings, in particular when the
disease is rare. It is also useful when multiple disease outcomes are of interest, since
the same subcohort can be used as control group for each of the outcomes.

A number of methods have been proposed in the literature for the analysis of
case-cohort data. For example, different approaches for estimating the regression
parameters and variance estimators have been proposed under the proportional haz-
ards model by Prentice (1986), Self and Prentice (1988), Wacholder et al. (1989),

Lin and Ying (1993), Barlow (1994), Chen and Lo (1999), Borgan et al. (2000),



Sorensen and Anderson (2000), Chen (2001b), and Samuelsen, Anestad, and Skro-
ndal (2007). Computation through standard statistical software of the regression
parameter and corresponding variance estimators have been described by Therneau
and Li (1999) and Langholz and Jiao (2007) in the context of case-cohort data. Many
other regression models have also been developed to analyze case-cohort data, includ-
ing the additive hazards regression model of Kulich and Lin (2000), Sun, Sun, and
Flournoy (2004), and Ma (2007); semiparametric transformation models of Chen
(2001a), Kong, Cai, and Sen (2004, 2006); and accelerated failure time models of
Nan, Yu, and Kalbfleisch (2006) and Nan, Kalbfleisch, and Yu (2009).

Each of the afore-listed methods of analysis for case-cohort data has concerned
the analysis of univariate failure time data. However, clustered failure time data
are often encountered in public health studies. For example, patients treated at the
same center are unlikely to be independent. In general, two approaches are proposed
dealing with clustered failure time data. A conditional model is more appropriate
when the within-cluster covariate effect is of interest, e.g., Moger, Pawitan, and Bor-
gan (2008). When the population-averaged covariate effect is of interest, a marginal
model is appealing. This model leaves the unobservable correlation structure of
clustered data unspecified. Examples include Wei, Lin, and Weissfeld (1989); Lee,
Wei, and Amato (1992); Cai and Prentice (1995); Spiekerman and Lin (1998); Lu
and Wang (2005). Of particular note, Lu and Shih (2006) considered a marginal
approach to extend case-cohort designs for clustered failure time data.

In Chapter II, we develop methods based on estimating equations for case-cohort
designs for clustered failure time data. We assume a marginal hazards model, with
a common baseline hazard and common regression coefficient across clusters. The

proposed estimators of the regression parameter and cumulative baseline hazard are



shown to be consistent and asymptotically normal, and consistent estimators of the
asymptotic covariance matrices are derived. The regression parameter estimator is
easily computed using any standard Cox regression software that allows for offset
terms. The proposed estimators are then investigated in simulation studies, and
demonstrated empirically to have increased efficiency relative to some existing meth-
ods. The proposed methods are applied to a study of mortality among Canadian
dialysis patients. Therefore, the methods developed in this chapter will complement,
if not substitute, current methods in treating complex case-cohort data that are
encountered more commonly:.

The case-cohort design is a special case of what is known as an outcome-dependent
sampling (ODS) design, wherein subjects are selectively sampled based on the out-
comes of interest (e.g., death, survival). Efficient and cost-saving sampling schemes
can be derived through ODS. Most methods for analyzing ODS-based data have an
underlying assumption that, given covariate information, the censoring and failure
times are independent. However, this assumption is sometimes violated in public
health studies. For example, wait-listed end-stage liver disease (ESLD) patients may
receive a liver transplant and therefore not die on the wait-list, an issue which could
produce substantial bias in the estimation of wait-list mortality if treated as inde-
pendent censoring. The Inverse Probability of Censoring Weighting (IPCW) method
has been widely used for the analysis of dependently censored data. There is much
literature dealing with the IPCW method; e.g., Robins and Rotnitzky (1992); Robins
(1993a); Robins and Finkelstein (2000) ; Scharfstein and Robins (2002a); Matsuyama
and Yamaguchi (2008).

In Chapter III, we consider failure time data in the setting with both ODS and

dependent censoring. We propose hazard regression methods based on weighted es-



timating equations which employ a double-inverse-weighting scheme. The proposed
weights correspond to the probability of being sampled and the probability of remain-
ing uncensored. The proposed estimators of the regression parameter are shown to
be consistent and asymptotically normal, and consistent estimators of the asymptotic
covariance matrices are derived. Finite sample properties of the proposed estimators
are examined through simulation studies. The proposed methods are applied to in-
vestigate liver wait-list mortality using data obtained from the Scientific Registry of
Transplant Recipients (SRTR).

Chapter IV deals with the challenges of fitting complex models used in the real
data analysis in Chapter II to data from the smaller countries participating in the
Dialysis Outcomes and Practice Patterns Study (DOPPS), a well-known interna-
tional cohort study. Hemodialysis (HD) is the most common method of renal replace-
ment therapy. Under a thrice weekly HD schedule (Mon/Wed/Fri, Tue/Thu/Sat) the
highest risk of death is thought to be on Mondays and Tuesdays since these days fol-
low the longest intervals without the benefit of dialysis. Many studies have assessed
the association between day-of-week-specific mortality risk and dialysis schedule.
Examples include Bleyer, Russell, and Satko (1999); Karnik et al. (2001); Bleyer
et al. (2006). These studies show that there is an increased risk of sudden death on
Monday for MWF schedule patients, and on Tuesday for TTS schedule patients.

However, this phenomenon of highest risk of mortality on Monday for MWF
schedule patients, and on Tuesday for TTS schedule patients has rarely been studied
in large databases. Moreover, no previous study has addressed whether the day-
of-week effect is similar across countries. Most importantly, the logistic regression
model, the most commonly used model for the analysis of HD studies, is difficult to

adjust for time-dependent covariates or appropriately account for censoring. Survival



analysis (Cox regression) is the natural choice, since the endpoint is time-to-death.

In Chapter IV, we proposed a Cox model with time-dependent covariates to eval-
uate the association between dialysis schedule and day-of-week-specific mortality for
DOPPS patients from the U.S., European countries and Japan. Three models were
fitted, distinguished by the factor of interest: (i) day of the week (ii) day of dialysis
schedule (iii) days since last dialysis. The models are compared and contrasted, with
special attention given to the setting where the sample size is small. We addressed
whether the Monday/Tuesday effect is similar across countries. Our results indicate
that in all three regions, HD patients have a higher death risk on Mondays if they
are on a MWF schedule, or Tuesdays if they are on TTS schedule. Our results imply
that there may be advantages to a more frequent dialysis schedule, an idea which

has not been evaluated frequently in the nephrology literature.



CHAPTER 11

Proportional Hazards Regression for the Analysis of
Clustered Survival Data from Case-Cohort Studies

2.1 Introduction

The case-cohort design is commonly used in large cohort studies. The design en-
tails collecting covariate data for all subjects who experienced the event of interest
(cases) in the full cohort, and for a random sample (the subcohort) from the entire
cohort. Therefore, the most important advantage of this design is cost savings, espe-
cially when the disease is rare. A second advantage of the case-cohort design is that
the subcohort can be used as the comparison group for multiple disease outcomes.
A number of methods have been proposed for regression analysis of case-cohort data
under the proportional hazards model. Prentice (1986) proposed a pseudo-likelihood
method for estimating the regression parameter. Self and Prentice (1988) and Lin
and Ying (1993), using different approaches, derived large sample properties of the
pseudo-likelihood related estimators. Wacholder et al. (1989) presented variance es-
timators for the log relative hazard through a bootstrap resampling plan. Barlow
(1994) proposed a computationally convenient robust variance estimator. Chen and
Lo (1999) suggested a class of estimating functions which in many cases offered im-
proved efficiency. Therneau and Li (1999) and Langholz and Jiao (2007) described

the computation of parameter and variance estimates using common software pack-



ages, such as SAS and R/S-PLUS. Borgan et al. (2000), Chen (2001b) and Samuelsen
et al. (2007) obtained more efficient estimators by different approaches. Sorensen and
Anderson (2000) considered competing risks analysis of case-cohort data.

The case-cohort design has also been studied in the context of other regression
models. For example, Kulich and Lin (2000), Sun et al. (2004) and Ma (2007) studied
the case-cohort design under an additive hazards regression model. Chen (2001a)
and Kong et al. (2004, 2006) considered semiparametric transformation models in the
case-cohort design. Nan et al. (2006) and Nan et al. (2009) considered accelerated
failure time models and rank based analyses in case-cohort designs.

Each of the studies in the preceding paragraphs focused on univariate failure time
data. However, clustered failure time data are commonly encountered in biomedical
research. For example, in a family disease study, members from the same family
may be correlated due to shared genetic and/or environmental factors. Similarly,
outcomes of patients treated at the same center may be correlated. In these cases,
valid statistical inference requires that one account for the intra-cluster dependence.
Methods proposed for handling clustered failure time data can generally be catego-
rized into two approaches: conditional models and marginal models. As an example
of a conditional approach, frailty models specify the correlation structure by pos-
tulating a random effect (frailty) that is common to individuals within the same
cluster. The regression parameter for such models is interpreted conditional on the
random effect. For example, Moger et al. (2008) proposed frailty based case-cohort
methods for analyzing family survival data with families as the sampling unit. If
the investigator is interested in population averaged covariate effects, a marginal
model is appealing; such a model leaves the dependence structure unspecified in the

model formulation, but adjusts for the dependence in the inference. Several methods



have been proposed for fitting marginal proportional hazards models; e.g, Wei et al.
(1989); Lee et al. (1992); Cai and Prentice (1995); Spiekerman and Lin (1998); Lu
and Wang (2005). Lu and Shih (2006) considered case-cohort designs adapted to
clustered failure time data under a marginal model and developed inference proce-
dures.

Our proposed method is motivated by a retrospective cohort study of a pos-
sible day-of-week effect on death rates among patients receiving hemodialysis to
treat advanced kidney failure. Patients treated at the same renal center are likely
to be correlated due to center-specific practice patterns as well as a tendency to
share socio-economic and environmental characteristics. The dialysis schedule, Mon-
day/Wednesday /Friday (M/W/F) or Tuesday/Thursday/Saturday (T/T/S), may
put patients at higher risk of death on certain days. For example, patients may
have higher risk of death on Monday and Tuesday since, on average, these days
follow the longest intervals without dialysis.

In this chapter, we propose methods based on estimating equations for three
case-cohort designs that are applicable to clustered survival data. We assume a
marginal proportional hazards model with a common baseline hazard and common
regression coefficient across clusters. The case-cohort sampling designs we consider
are similar to those proposed by Lu and Shih (2006). However, the designs we propose
feature Bernoulli sampling, which is convenient for establishing theoretical properties.
More importantly, we construct the risk sets using not only the information in the
subcohort, but also the information collected on future deaths, similar to Chen and
Lo (1999). As a result, the proposed estimators have increased efficiency relative to
those of Lu and Shih (2006).

The remainder of this chapter is organized as follows. In Section 2, we describe the



proposed estimation procedures. In Section 3, we derive large sample properties for
the proposed estimators. We conduct simulation studies in Section 4 to investigate
the finite sample properties of the proposed estimators. In Section 5, we apply the
proposed methods to a national organ failure database. The chapter concludes with

some discussion in Section 6. All proofs are presented in the Web Appendix.

2.2 Proposed Methods

We first describe case-cohort designs with Bernoulli sampling for clustered failure
time data. The full cohort consists of n independent clusters, and the ith cluster
(1 =1,...,n) has m; correlated subjects. We assume that subjects within the same
cluster are exchangeable. In advance of follow-up, a random sample of the entire
cohort, called the subcohort, is selected. Covariate data are then collected from
individuals in the subcohort as well as those observed to fail in the entire cohort.

Three designs are considered to obtain the subcohort:

e Design A: Randomly sample individuals from each cluster with Bernoulli sam-
pling. That is, each individual in each cluster has an independent fixed proba-

bility of being selected to the subcohort.

e Design B: Randomly sample clusters from the full cohort with Bernoulli sam-
pling.
e Design C: Randomly sample clusters from the full cohort with Bernoulli sam-

pling, then randomly sample subjects with Bernoulli sampling from the selected

clusters.

These are the same designs proposed by Lu and Shih (2006), except that we con-
sider Bernoulli sampling, which greatly simplifies asymptotic derivations. Note that

Design A and Design B are special cases of Design C.
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Let T;; and C;; be the failure time and censoring time, where (¢, j) represents the
Jjth subject in the ith cluster. Let Z;;(t) be the p-vector of possibly time-dependent
covariates; with any time-dependent covariates assumed to be external (Kalbfleisch
and Prentice, 2002). We assume that 7;; and C}; are independent conditional on the
observed covariates. Let X;; = T;; ACyj, Yi;i(t) =1 (Xi; > 1), 05 = I (Ti; < Cy), and
N;;(t) = I(T;; < Ci; At), where I(-) is the indicator function and a A b = min {a, b}.
We assume that {N;;(-),Y;;(+), Z;;(-), m; :
j=1,...,m;} are independently and identically distributed for i = 1,..., n. Let H;
indicate whether or not cluster i is selected into the subcohort, and let H;; be the
indicator for subject (i,j) being sampled as a potential individual in the subcohort.
Subject (i, ) is selected into the subcohort if and only if H;H;; = 1. The variates H;
and H;; are assumed to be independent of {N;;(:),Y:;(-), Z;;(-),m; : g =1,...,m;},
for all 7, 5. Under Design A, B, and C, the H;’s are independent Bernoulli variables
with £(H;) =~ for all ¢ = 1,...,n, where £(-) denotes expectation, and the H;;’s
are independent Bernoulli variables with £(H;;) = 6, for all i = 1,...,n and j =
1,...,m;. Under Design A, H; =1, forallt=1,...,n,ie., v = 1. Under Design B,
Hij=1foralli=1,...,n,j=1,...,my ie, 0 =1

Let the marginal hazard of failure of individual (i, j) be specified by a proportional

hazards model (Cox (1972)),
(2'1) )\z‘j(t) _ /\O(t)eﬁoTZij(lt)7

where A\g(-) is an unspecified marginal baseline hazard function and 3, is a p-
dimensional regression parameter. Since we are primarily interested in the estimation
of B,, we leave the dependence structure of individuals within a cluster unspecified.

Many authors have studied the estimation of the regression parameters under

model (2.1). Under a working independence assumption, Lee, Wei and Amato (1992)
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proposed the estimating function
Uia® =Y [ {Z5(0) = Buwa(8, )} dNy(w),
i=1 j=1"0
where 7 < o0 equals the maximum follow-up time, Epya(8,u) = SS;IIEVA(,B,U)/

0 d — n m; T 7 (4 .
Stwa(B,u), Sy a(B.u) = 07" 3L S Vi(w)e® 7000 Z5(u) Y, with a®0 = 1,
a® = a, and a®? = aa’. Then, B3, of model (2.1) can be estimated with BLWA, the
solution to the estimating equation U pwa(3) = 0. Lu and Shih (2006) considered

case-cohort designs for clustered failure time data under model (2.1) and proposed

to estimate 3, with BLS, the root of the estimating equation U s(3) = 0, where
Urs(B) = Z Z/o {Zij(u) — Eps(B,u)} dNy(u),
i=1 j=1
where Epg(3,u) = S(ng(,@,u)/sgg(,@, u) and
Sta(Byu) = n~ Y S HiHy Y (w)e? 2500 25 (u)®.

Lu and Shih (2006) used only subcohort subjects to construct the risk set. Since
information on all failures in the full cohort are available, failures outside the sub-
cohort can also contribute to the risk set, as proposed by Chen and Lo (1999) for
independent subjects. We propose three procedures to estimate 3, the procedures
differing with respect to their treatment of the marginal observed-event probability,
Pr(d;j = 1), which we denote by po. In the first proposed procedure, p, is assumed
known, which follows the Chen and Lo (1999) approach. Usually, py is not known,

but this gives a baseline to which other approaches can be compared. We estimate

By by Et, the solution to U (3, pg) = 0, where

n m;

22 UGy = 33 [ {2y -BB.p0)} dNs(w

i=1 j=1
598, p.u)
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n

/3 b, u Z{ p 5” —|— ( 5Z])HZHZJ} )/ij(u)eﬁTZij(u)Zij(u)(XJd
=1 j=1

with Ny = 370, >0 0y, and ng = >0, D70 (1 — 645) H; Hij. The motivation for
building estimating equation (2.2) is that E(83,po,u) is a consistent estimator of

E{Zij(u)|Xij = u, 6;; =1}, where

E{Z(u)|X =u,0 =1}
£ {Y(u)Z(u)eﬁTZ<u>}
£{Y (u)eB 2}
DoE {Y(u)Z(u)eﬂTZ<u>ya - 1} +(1—po)€ {Y(u)Z( )eB 2|5 = o}
po€ {Y (w)eB 2|5 = 1} + (1 — po)€ {Y (u)eB 2|5 = 0}

(2.3)

The first (second) conditional means in numerator and denominator can be estimated
by their respective empirical counterparts from all failures in the whole cohort (con-
trols in the subcohort). A derivation of (2.3) is given in the Web Appendix.

In almost all settings, the population failure probability, pg, is unknown but can be
estimated using the subcohort case proportion, p;, or the full cohort case proportion,
Pw- These give rise to estimating functions U (3, ps) and U (8, p,,), with solutions
BS and Bw, respectively. In cases where the study cohort is well defined, p,, can be

computed and used to obtain ,CA"I which has the most practical value. When the

w?
study cohort is less well-defined, ,[Ai’s is a suitable alternative. For example, if the
study does not have a roster for the full cohort (such that the cohort size, N, is not

known), then ,@S can still be used.

Some simple algebra shows that

o + o Z Z {(2] + = 6ij)HiHij}

X Yij(u)e® 250 Z () >

5B, pou) =
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—(d ~ Ty (4
S8, pu,u) = ~ Z Z {@j + = 5ij)HiHij} Vi (u)e? 20 Z, (u) %,

=1 j=1

where N' = No+Ni, @i = n1/Ny, and @y = no/No, with ny = 37 > 0" H;H;;0,; and
No=>1", Z;n:l(l — 0;;). The estimating equations are similar, therefore, to those
arising from inverse sampling probability weighting (ISPW), such as that proposed
by Kalbfleisch and Lawless (1988) and Borgan et al. (2000) for the Cox model;
Kulich and Lin (2000) for the additive hazards model; and Nan, Kalbfleisch and Yu
(2009) for the accelerated failure time model. These studies focused on univariate
failure time data.

The cumulative baseline hazard function, Ag(t) fo Ao(u)du, can be consistently

estimated by

~ s " dN(u)
2.4 Aot:BD) = | —g=—>
. o= | 75 (3.5,u)
where N(u) = n~' 370 37" Nyj(u), p = E(my), and @ = n~" 330 m;. In (2.4),

either p,, p., or py could be used.

The proportional hazards assumption may be violated for one or more covariates,
which could be individual level covariates such as age or time since first dialysis, or
cluster level covariates such as center size. Our proposed methods can be extended to
allow for stratification on such covariates; details can be found in the Web Appendix

Section A.5.

2.3 Asymptotic Properties of the Proposed Estimators

We make the following assumptions:

(a) {N;(),Yi;(:), Zij(-),m; 5 =1,...,m;},i=1,..., nareindependently and iden-

tically distributed.

(b) P{Y;;(t)=1}>0fort € (0,7],i=1,...,n,j=1,...,m;, and all m, .
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() |Zijn(0)| + [y |dZijn(t)] < Bz < oo fori=1,...,n, j=1,....,m; and all m,

where Z;;;, is the hth component of Z;; and Bz is a constant.

(d) There exists a neighborhood B of B, such that  sup  ||SY(B,u) —sD(3,u)|
u€l0,7],8€eB
L 0ford= 0,1,2, where s (3,u) = & {S(d) (8, u)} is absolutely continuous,

for @ € B, uniformly in u € (0, 7]. Moreover, s(°(3, 1) is assumed to be bounded

away from zero.

(e) Ford=0,1,2, sup [|S(8,p,u) — '@ (8,u)| == 0.
u€(0,7],8€B

(f) The matrix A(B,) is positive definite, where
AB) = [ {sPB.0/59(.u) - e(B.)*?} dF(u)
0

with e(8,u) = sW(8,u) /s (B, u), and F(u) = € {N(u)}.
(9) Ao(T) < 00, and Ao(t) is absolutely continuous for ¢ € (0, 7].

Our main results are given in Theorems 1 - 4 below, the proofs of which are given
in the Web Appendix. We provide only brief summary remarks about the proofs
below.

Theorem 1: Under conditions (a) — (g), as n — oo, n~2U (B, po) converges
to a mean zero Normal distribution with covariance (B, po) = € {W1(8By, po)®*},

with

W,(8,p) = / {Z:j(u B u)}

1 1
x [dNy(u) — 4 =6, + —
{ i) {u T

x {150 (8, u)} " dF( )}+D1(5)Gu<p)+D2(ﬂ)G%(p)

& LZI /OT {le(u) - 6(,6, u)} %K]‘(U)@BTZU(U)

(1 —6;;)H;Hy; }Y (u)eP Zia ()
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% ZZ:1 Z;zkl del(“)]
p 50 (B, u)

Dy(B) = € [Z | (20 - eB.0)

A= 513‘)H1H1jY1 (1) 2150 D et 2ty AN (w)
(1y0)*(1—p) p1s© (B, u)

Gu(p) = n™' (Z Oij — MP>
j=1

Go(p) = n! {Z(l —0;;)H;H;j — py0(1 — p)} .

J=1

In the Web Appendix, we show that n=Y2U (B, po) = n =2 3" | W.(Bq, po)+0,(1);
hence, n=% 2U(By, po) is essentially a scaled sum of n independent and identically
distributed random quantities with mean zero and finite variance. The proof of
asymptotic normality follows from the Multivariate Central Limit Theorem (MCLT)
and various results from empirical process theory. The result in Theorem 1 is used

to derive the limiting distribution of the proposed estimators.

Theorem 2: Under conditions (a) — (g), Bt converges in probability to B, and
n1/2(,[§t — By) converges in distribution to a mean zero normal distribution with co-
variance matriz A(By) ' X(8y, po)A(By) .

The proof of the consistency of Bt follows by the Inverse Function Theorem (Foutz,
1977). The proof of asymptotic normality follows from a Taylor series expansion and

the Cramer-Wold device.

Theorem 3: Under conditions (a) — (g), both ,CA'IS and ,CA"Iw converge in prob-
ability to By, and each of nl/Q(,@s — By) and nl/Q(,@w — B,) converges in distribu-
tion to a zero-mean Normal with covariance matrices A(By) 'Qs(8,)A(By) ! and

A(B)',(8y)A(By) ! respectively, where Q,(8) = E {1(8,p0)®?*} and (3, p)
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= W.(8,p) +B(B)Q%(p) for a = s or w, with Q3 (p) = {/yye}_ Zml H;H;;(5;;
p), Q¢ (p) = n ' 227%(6; — p), and

BB — / {s“ CRIRIERY r(”(ﬁ,u)} P
e
1

SO (B, u)? sO(B, u)

r (8, u) = Y (u B Zu(w 7, (u) d}

_ BT Z11(u) ®d
1 —pog {(1 511))/11( ) le(u) } .

The results in Theorem 1, combined with two Taylor series expansions, the MCLT
and Slutsky’s Theorem, conclude the proof of asymptotic normality of BS and Bw
in Theorem 3. The covariance matrices in Theorems 2 and 3 can be consistently
estimated from the observed case-cohort data, as described in the Web Appendix.
We now describe asymptotic results pertaining to the proposed baseline cumula-

tive hazard estimator.

Theorem 4: Under conditions (a) — (g), /A\O(B,ﬁ, t) converges in probability
to Ao(t) uniformly in t € [0,7], and n'/? {/A\O(,@,ﬁ, t) — Ao(t)} converges weakly
to a Gaussian process with mean zero and covariance function at (s,t) given by

E{D1(By, o, $)P1(By, po, t)}, where

¢:(B,p.t) = k(B.p.t)Qi(p) + h"(B,p,t)A(B)Y,(B.p) + xi(B. p, t)

m; " 1
Xi(B,p,t) = jzl/o WdMij(U)
m; " 1 .
“3 [ s {10 5t - oot
j—

% YijeﬁTZij WdF(u)

t (0
k(B,p,t) = —/0 W(ﬂ\o(u)

- /Ote(ﬁ,u)d/\o(u).

h(B,p,1)
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A sketch of the proof is given in Web Appendix A.

2.4 Numerical Studies

We conducted simulation studies to investigate the finite sample properties of
the estimators proposed in Section 2, and to compare the proposed methods with
those of Lu and Shih (2006). We generated clustered failure time data from n = 100
clusters. Cluster sizes, m;, were simulated from a Binomial (50,0.8) distribution for
i=1,...,n, with g = €(m;) = 40. The covariate Z;; took values 1 and 0, with
probabilities 0.5 and 0.5 respectively. The failure time for the jth subject within the

ith cluster was simulated from a distribution with conditional hazard function

Nij (t| Zij, Qi) = Qiho(t) exp {&0 25},

where @); is a frailty variable following a positive stable distribution with index
a = 0.8. The variate @); is generated following the method in Chambers et al.

(1976),

@i= {Sin(Q1i>}l/a

where Qq; follows a U (0, 7) distribution, @; follows an exponential distribution with

)

SiH(CzQM) |:sin {(1 _ Q)le}} (1-a)/a
(Q2i

mean 1, and ()y; and @)9; are independent. The baseline hazard function is given
by ho(t) = a~'t* =1 with & set to log(0.5)/a = —0.8664 or 0. The resulting
marginal hazard function is A;;(t| Z;;) = Ao(t) exp {0 Zi;}, and the marginal baseline
hazard function is given by Ao(t) = 1,0 < ¢ < 00, fy = a&y = log(0.5) or 0. The
censoring times C;; were constant and equal to 1, which led to average observed
event probabilities of p = 0.51 or p = 0.63. For each data generation, for Design
A, individuals within each cluster were selected into the subcohort by Bernoulli

sampling with equal probability 0.2 or 0.15. For Design B, we selected clusters by
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Bernoulli sampling with probability 0.2 or 0.15. For Design C, we first sampled
clusters by Bernoulli sampling with probability 0.4 or 0.3, then sampled individuals
from those selected clusters by Bernoulli sampling with probability 0.5. Therefore for
each design, we would expect approximately 800 or 600 individuals in the subcohort.
In another data configuration, 5y = log(0.5), the marginal baseline hazard function
is given by Ao = 0.2. The covariates Z;; follows either a Bernoulli distribution,
which takes value 1 with probability 0.5, or a Normal distribution with mean 0 and
variance 1. The other settings were the same except that only approximately 800
individuals were sampled in the subcohort. In this data configuration, the average
observed event probabilities are p = 0.14 and p = 0.21. Each data configuration was
replicated 1000 times. The true case percentage, py, would typically be unknown in
real world settings; however, it is of course available in our simulation study and is
evaluated for comparison purposes.

Tables 2.1 and 2.2 display the results of our proposed estimators and those of
Lu and Shih (2006). For each data configuration, we list the empirical bias (BIAS)
and standard deviation (ESD), average asymptotic standard error (ASE), asymp-
totic relative efficiency (ARE) with respect to the full cohort and empirical coverage
probability (CP). Each of the estimators is approximately unbiased, and the variance
estimators appear to be reasonably accurate. The 95% empirical coverage probabil-
ities are generally close to the nominal value. In Table 2.1, for Design B, slight
under-estimation of the standard error and under-coverage occur when 5y = 0 and
ns = 600. This is due to the small number of clusters in the subcohort. For Design
B, clusters are sampled and all individuals in the selected clusters are kept in the
subcohort. Little extra information is gained when more subjects in the same cluster

are included, since subjects within cluster are correlated. However, more information
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is available when the number of sampled clusters increases and, correspondingly, the
under-coverage is reduced when n; is increased to 800.

In Table 2.1, the proposed method appears to be more efficient than that of Lu
and Shih (2006), at least for the examples considered. In comparing the proposed
sampling designs, for approximately equal subcohort sizes, it appears that Design
A is more efficient than Design C, which is more efficient than Design B. This can
be attributed to differences in the number of clusters sampled and the resulting
differences in the amount of independent information contained in the subcohort.
This efficiency gain is more obvious when the covariate is cluster-specific (Web Table
6). In Table 2.2, the efficiency gain of the proposed methods over those of Lu and
Shih (2006) is less evident in the presence of a lower event rate. This can be explained
by there being fewer failures outside the subcohort to include in the risk sets.

Additional scenarios have been evaluated in order to examine various aspects, such
as continuous covariates, stronger correlation among failure times, smaller number
of clusters, smaller subcohort size, lower event rate, as well as the performance of
the stratified methods. Results of several of these numerical studies are available in
the Web Appendix. In the examples we evaluated, the proposed methods generally
work well.

Also in the Web Appendix, the estimates based on the proposed methods are com-
pared to those based on simple random sampling (SRS), and to an inverse sampling
probability weighting (ISPW) method. The proposed methods do not lose efficiency
relative to the SRS or ISPW methods, at least for the set-ups considered.

For the data settings with 3y = log(0.5), Ao(t) = 1 and ng = 800, we calculated
the average of the estimate of Ag(t) at ¢ = 0.02,t = 0.04,---,¢t = 1.0 based on

1000 replications. Figure 2.1 displays the average point estimate for the cumulative
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Table 2.1: Simulation results based on 1000 replications: Sy = log(0.5).

Design & n = 100, ns = 800 n = 100, ns = 600
Method Bias ESD ASE ARE CP Bias ESD ASE ARE Cp
Bo = log(0.5)
FC -0.001 0.053 0.054 1.000 0.959 -0.001 0.053 0.054 1.000 0.959
A SC -0.003 0.083 0.082 0.434 0.954 -0.002 0.092 0.091 0.352 0.956
WwC -0.003 0.082 0.082 0.434 0.953 -0.002 0.091 0.091 0.352 0.958
T -0.004 0.080 0.079 0.467 0.951 -0.003 0.089 0.088 0.377 0.950
LS -0.003 0.091 0.089 0.368 0.933 -0.003 0.103 0.100 0.292 0.941
B SC -0.001 0.083 0.084 0.413 0.946 -0.001 0.094 0.093 0.337 0.943
wC -0.003 0.086 0.086 0.394 0.940 -0.004 0.096 0.095 0.323 0.941
T -0.004 0.084 0.083 0.423 0.933 -0.004 0.094 0.093 0.337 0.929
LS -0.002 0.091 0.091 0.352 0.954 -0.004 0.104 0.102 0.280 0.943
Cc SC 0.000 0.084 0.083 0.423 0.955 -0.001 0.093 0.092 0.345 0.941
wC -0.001 0.083 0.083 0.423 0.945 -0.002 0.093 0.092 0.345 0.942
T -0.002 0.082 0.080 0.456 0.942 -0.003 0.092 0.090 0.360 0.942
LS -0.002 0.090 0.090 0.360 0.944 -0.004 0.102 0.101 0.286 0.945
Bo=0
FC 0.000 0.040 0.040 1.000 0.942 0.000 0.040 0.040 1.000 0.942
A SC 0.002 0.035 0.036 0.298 0.954 0.001 0.082 0.082 0.238 0.952
wC 0.002 0.035 0.036 0.297 0.955 0.001 0.082 0.082 0.238 0.943
T 0.002 0.035 0.036 0.297 0.952 0.001 0.083 0.082 0.238 0.943
LS 0.006 0.038 0.041 0.225 0.967 0.003 0.095 0.095 0.177 0.951
B SC 0.005 0.037 0.036 0.302 0.936 0.001 0.085 0.080 0.250 0.929
wC 0.0056 0.036 0.036 0.292 0.939 0.001 0.087 0.079 0.256 0.915
T 0.005 0.036 0.036 0.293 0.939 0.001 0.087 0.079 0.256 0.913
LS 0.002 0.041 0.041 0.231 0.946 0.002 0.099 0.093 0.185 0.922
C SC 0.008 0.035 0.036 0.297 0.950 0.002 0.086 0.081 0.244 0.928
wC 0.008 0.035 0.036 0.298 0.947 0.002 0.086 0.081 0.244 0.927
T 0.008 0.035 0.036 0.298 0.947 0.002 0.086 0.081 0.244 0.922
LS 0.012 0.040 0.041 0.225 0.939 0.003 0.097 0.095 0.177 0.937

Estimate of By from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;
WC = estimating po using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.
The number of clusters n = 100, m; follows a Bin(50,0.8) distribution, a=0.8, Ag=1, censoring time C'=1, Z follows
a Bernoulli(0.5) distribution. The number of individuals in the subcohort is either ns = 800 or ns = 600.



21

Table 2.2: Simulation results with pg = 0.14 and pg = 0.21 based on 1000 replications.

Design & Z ~ Bernoulli(0.5) Z ~ N(0,1)

Method Bias ESD ASE ARE CP Bias ESD ASE ARE CP
FC -0.010 0.111 0.106 1.000 0.934 -0.004 0.055 0.054 1.000 0.932
A SC -0.011  0.127 0.123 0.743 0.937 -0.006 0.068 0.068 0.631 0.944
WC -0.011  0.127 0.123 0.743 0.935 -0.006 0.068 0.067 0.650 0.940
T -0.011  0.125 0.121 0.767 0.935 -0.005 0.063 0.063 0.735 0.944
LS -0.011  0.127 0.124 0.731 0.940 -0.008 0.074 0.072 0.563 0.937
B SC -0.010 0.129 0.123 0.743 0.928 -0.006 0.069 0.069 0.612 0.943
wC -0.011  0.130 0.124 0.731 0.922 -0.007 0.069 0.069 0.612 0.938

T -0.011 0.128 0.122 0.755 0.927 -0.006 0.065 0.065 0.690 0.941
LS -0.011  0.129 0.124 0.731 0.930 -0.007 0.073 0.074 0.533 0.948
C SC -0.011  0.129 0.123 0.743 0.929 -0.004 0.071 0.068 0.631 0.936
wC -0.011  0.129 0.124 0.731 0.932 -0.003 0.070 0.068 0.631 0.930
T -0.011  0.127 0.122 0.755 0.929 -0.002 0.065 0.064 0.712 0.932
LS -0.011  0.130 0.124 0.731 0.937 -0.004 0.077 0.072 0.563 0.930

Estimate of By from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;
WC = estimating po using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.
The number of clusters n = 100, m; follows a Bin(50,0.8) distribution, a=0.8, A9=0.2, censoring time C=1,
B=log(0.5), Z follows either a Bernoulli(0.5) distribution or a N(0,1) distribution, which corresponds to a marginal
event rate of pgp = 0.14 or pg = 0.21, respectively. The number of individuals in the subcohort is ns = 800.
baseline hazards. The true cumulative baseline hazard is also included for compar-
ison purposes. There appears to be no bias for our proposed estimators. We next

assumed that the marginal baseline hazard function is given by Ao(tf) = ¢. Under

this configuration, the proposed estimate is approximately unbiased.

2.5 Application

We applied the proposed methods to the estimation of the day-of-week effect
among Canadian hemodialysis (HD) patients. The 1,276 patients who initiated
HD between January 1, 1990 and December 31, 1990 were included in the analy-
sis. Patients were followed from the time they first received HD until the time of
death caused by cardiovascular disease (CVD), receiving transplantation, switching
to peritoneal dialysis, loss to follow up, or last day of observation (December 31,
1998), whichever occurred first. Patients were clustered by center. In total, there

were 70 centers yielding clusters with 1 to 75 patients and a mean of 18.2. Design A
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Method SC = estimating po using the subcohort, ps; WC = estimating po using whole cohort, pw; T = using
true value, po; True = true cumulative baseline hazard function. The lines correspond to the average of Ag(t) at
each time point, and the points denote the confidence intervals of Ag(t) based on the empirical standard deviation
(ESD) at t =0.2,¢t =0.4,t = 0.6 and t = 0.8.

Figure 2.1: Simulation results to examine the cumulative baseline hazard estimators based on 1000
replications.

was chosen since, all else equal, it is generally at least as efficient as Designs B and
C.

The primary outcome of interest is CVD death, and the covariate of interest is day
of week (Sunday, Monday, ..., Saturday), which was coded using time-dependent

covariates, where Z;;1(t) = I {day t, for subject (,7), is a Monday }, ... ,Z;s(t) =
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I'{day t, for subject (i,7), is a Saturday }, with Sunday chosen as the reference day,
where ¢ is the time since initiation of HD for patient (i,j). Adjustment covariates
included age, gender, region, comorbid conditions and primary renal diagnosis. Age
was categorized into 6 groups: <18, 18-39, 40-49, 50-59, 60-69, and >70, and was
adjusted for through stratification. Patients from the same renal center may be
correlated due to shared practice patterns. Therefore, one needs to account for
such intra-cluster dependence for valid statistical inference. In total, there were 249
observed CVD deaths; hence, the event fraction for the full cohort was 0.195. In
stratum 1 to 6, the numbers of CVD deaths were 0 (out of 24), 13 (out of 253),
14 (out of 179), 54 (out of 232), 87 (out of 313) and 81 (out of 275), respectively.
We analyzed the data using Design A with sampling probability of 0.2. A total of
251 patients was selected into the subcohort. The point estimates were obtained
using PROC PHREG in SAS with OFFSET terms, while the variance estimates
were calculated using PROC IML. For comparison purposes, we also carried out a
full cohort analysis and an analysis with the method of Lu and Shih (2006).

Results of the analysis are shown in Table 2.3. Using p,, patients are estimated to
have 1.36 and 1.68 times higher hazards of CVD death on Mondays and Tuesdays,
respectively, compared to Sundays. Results based on p,, were similar. Results from
the full cohort analysis were close to those from our case-cohort analyses, with smaller
standard errors. Results based on the method of Lu and Shih (2006) were also similar
to ours, with larger standard errors.

The cumulative baseline hazards for each age-specific stratum are exhibited in
Figure 2.2. Each sub-figure contains 3 lines, which correspond to the cumulative
baseline hazards for Design A methods SC and WC, as well as the full cohort analysis.

Since no CVD deaths occurred in stratum 1, cumulative baseline hazard estimation
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Table 2.3: Estimate of day-of-week effect on CVD mortality among dialysis patients.

Design A
SC WC
Day B SE exp(B) B SE  exp(B)
Sunday 0.00 0.00 1.00 0.00  0.00 1.00
Monday 0.31 027 1.36 0.33  0.26 1.39
Tuesday 0.52 0.28 1.68 0.51  0.28 1.67
Wednesday -0.02 0.26  0.98 -0.004 0.25 1.00
Thursday 0.23 029 1.26 0.24  0.29 1.27
Friday 0.12 0.27 1.13 0.14 0.26 1.15
Saturday -0.11 030  0.90 -0.09 0.29 091
Full Cohort LS
Day 5 __SE_en(d) 5__SE_ew(d
Sunday 0.00 0.00 1.00 0.00  0.00 1.00
Monday 0.39 0.21 1.48 0.33 0.38 1.39
Tuesday 0.55 0.24 1.73 0.79 0.37 2.20
Wednesday -0.08 0.22  0.92 0.02 0.35 1.02
Thursday 0.27 0.25 1.31 0.23 0.40 1.26
Friday 0.14 0.22 1.15 0.16 0.33 1.17
Saturday -0.02 0.25 0.98 -0.05 0.37  0.95

is not available for this stratum. In general, the proposed cumulative baseline hazard
estimates are close to those for full cohort analysis. The exception was stratum 4, for
which the SC and WC estimators are considerably above the full cohort estimator.
To examine this phenomenon further, we reanalyzed the data several times (results
not shown) which of course involves selecting different subcohorts. Based on this
exercise, it appears that the disparity between the SC or WC estimator and the full
cohort estimator in any stratum (including stratum 4) is due to sampling variation.
In fact, when we drew several bootstrap samples and carried out full-cohort analyses
of each, the variability in the estimates of the cumulative hazards was quite large.
This suggests that the sampling variation we observed in the case-cohort cumulative

hazard estimators was largely inherited from that in the full cohort analysis.
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Figure 2.2: Cumulative baseline hazard estimators for the study of CVD mortality among dialysis
patients.

Method SC = estimating pg using the subcohort, ps, WC = estimating po using whole cohort, py,.

2.6 Discussion

The case-cohort design has been widely studied for univariate failure time data.
Lu and Shih (2006) extended the case-cohort design to clustered failure time data.
With respect to parameter estimation, compared to Lu and Shih’s methods, the

methods we propose feature risk sets which use future cases in addition to subcohort
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subjects. We demonstrate empirically that the proposed estimators have increased
efficiency relative to the methods of Lu and Shih (2006), and that our asymptotic
results are applicable to finite samples. The point estimates of our proposed methods
are easily computed using standard Cox regression software.

Our simulation results suggest that the proposed methods gain efficiency relative
to existing methods (Lu and Shih, 2006) when sampling a smaller number of subjects,
or having longer censoring times. This is due to the inclusion of a larger number of
failures in the risk sets which are outside the subcohort.

If subcohort sizes are approximately equal, it appears that Design A results in
more efficient estimators than Design C, and that Design C has greater efficiency than
Design B. This can be attributed to differences in the number of sampled clusters in
the subcohort. This trend is stronger when the covariate is cluster-specific. However,
the choice between Designs A - C also depends on the cluster size and the availability
of data on all clusters.

For each of Designs A - C, we propose three estimation methods which differ based
on their treatment of py, the marginal probability of the observed event. When
is away from zero, the general superiority of Bt over Ew, and of Ew over 35, may be
explained by the more accurate estimation of the marginal event probability, py. Such
superiority is more pronounced when fy is further from the null (data not shown), as
in Chen and Lo (1999). If 5, = 0, Et and Bw should gain no efficiency over BS, since
no information about [y is provided by py. In most real-data applications, the true
case percentage pg is unknown, and it is not feasible to use Bt. However, in cases
where the study cohort is well-defined, p,, can be computed and used to obtain Ew,
which has the most practical value. In other cases, py can be estimated using the

subcohort.
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For set-ups with a smaller number of clusters and smaller subcohort size, the
proposed methods generally work well, though there is some slight under-coverage
for Designs B and C. The asymptotic properties are based on increasing the number
of clusters, but Design B samples the smallest number of clusters. Correspondingly,
this under-coverage is reduced as the number of clusters increases.

Studies with low event rates often motivate case-cohort sampling. As such, we
carried out simulations where the marginal event rate was around py = 0.03 (Web
Table 4). With a reasonable subcohort sample size, 35 appears to work as well as
other estimators. In the presence of a very low failure rate, the proposed methods do
not gain much efficiency over those of Lu and Shih (2006). This would be expected
since, in such settings, the subcohort would tend to contain fewer events; meaning
that little efficiency gain would be expected by including future failures in the risk
sets. Note that the case-cohort design may still be beneficial for studies with a
frequently occurring event. For example, one may need to retrospectively collect
additional information from a large database (e.g., disease registry). Case-cohort
sampling could then result in substantial cost savings, especially when the collection
of detailed covariate information is expensive. The design might also be altered to
sample only a fraction of the cases.

The proposed stratified methods appear to perform well with a reasonable number
of strata. The baseline cumulative hazard estimator was also examined and performs
well.

Point estimates based on simple random samples (SRS) for some non-rare event
settings are provided (Web Table 7). It appears that the ESDs of the point estimates
based on SRS are very close to those based on Bernoulli sampling. Therefore, one

would not gain much efficiency by using SRS, at least for the examples we considered.
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Based on our analysis in Section 5, Canadian hemodialysis (HD) patients appear
to be at increased risk of cardiovascular disease death on Monday and, in particular
Tuesday. Peritoneal dialysis (PD) is an alternative to hemodialysis as a treatment
method for kidney failure. A useful follow-up to our analysis would be to study
the day-of-week effect on death among PD patients. Unlike HD patients who receive
dialysis only 3 days per week, PD patients can get treatments daily at home, at work,
or on trips. Therefore, we would expect that the risk of death would be constant from
day to day within the week. For HD patients, days on which mortality is increased
may depend on schedule (M/W/F or T/T/S), but the dialysis schedule information
is not available in the CORR database.

We propose sampling designs which construct the subcohort by independent
Bernoulli sampling; in contrast, Lu and Shih (2006) construct the subcohort through
sampling without replacement. The subcohort from simple random sampling can
only be constructed when accrual into the cohort has ended, while the subcohort
from Bernoulli sampling can be formed concurrently. Therefore, case-cohort de-
signs with Bernoulli sampling may be particularly appealing in a prospective study.
However, with fixed sample size, case-cohort designs using simple random sampling
can improve efficiency, although asymptotic derivations would be more delicate than
those in this chapter particularly because of the dependence between sampled clusters
induced by Designs B and C.

The proposed methods are based on a marginal proportional hazards model, which
does not formulate the within-cluster dependence structure. A proportional hazards
frailty model specifies the dependence structure explicitly. Such a model, combined
with maximum likelihood estimation, may result in increased efficiency and would

be worth investigating.



CHAPTER III

Semiparametric Methods for the Analysis of Failure Time
Data with Outcome-Dependent Sampling and Dependent
Censoring

3.1 Introduction

Outcome-dependent sampling (ODS) is a cost-saving sampling scheme to enhance
study efficiency. In an ODS design, one collects covariate information from a sample
by allowing selection probabilities to depend on individuals’ outcomes (e.g., death,
survival). An ODS design concentrates resources on observations carrying the great-
est amount of information. There is a large literature on analyzing data arising from
ODS; see for example Breslow and Holubkov (1997a), Zhou et al. (2002), Zhou and
You (2007), Schildcrout and Heagerty (2008), Song, Zhou, and Kosorok (2009), and
Wang et al. (2009).

The case-control study and case-cohort design are two simple and familiar ex-
amples of ODS designs. A number of methods have been proposed for the regres-
sion analysis of case-control and case-cohort studies under the proportional hazards
model; see Prentice (1986), Breslow and Cain (1988), Self and Prentice (1988), Wa-
cholder et al. (1989), Lin and Ying (1993), Barlow (1994), Breslow and Holubkov
(1997b), Chen and Lo (1999), Therneau and Li (1999), Borgan et al. (2000), Langholz

and Goldstein (2001), Scheike and Juul (2004) , Scheike and Martinussen (2004), and

29
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Lu and Shih (2006).

Inverse probability of selection weighting (IPSW) is a natural way to generate
consistent estimators of population parameters to overcome biased samples, including
those generated through ODS designs. In IPSW, each subject is weighted by the
inverse of their probability of being sampled. Various authors have proposed IPSW
methods for settings in which sampling probability is independent of outcome. For
example, for survey data, Binder (1992) proposed an IPSW estimator under Cox’s
proportional hazards models with weights being treated as fixed; Lin (2000) further
studied the case and developed an alternative inference procedure which accounts
for the random variation corresponding to the representative population. For two-
phase stratified samples, Breslow and Wellner (2007) considered the solution of IPSW
likelihood equations with two-phase stratified samples under semiparametric models.
For biased samples, Pan and Schaubel (2008) proposed a two-stage weighted method
under the proportional hazards model, which estimates the weight using logistic
regression at the first stage. For Case-cohort design under Cox’s proportional hazards
models, Barlow (1994) proposes a pseudolikelihood function with time-dependent
weights; Borgan et al. (2000) presented several IPSW estimators for the analysis
of exposure stratified case-cohort samples. Kulich and Lin (2000) proposed IPSW
estimators for the additive hazards model for case-cohort studies. Nan et al. (2009)
presented outcome-dependent weighted estimators for accelerated failure time model
in case-cohort studies.

Each of the afore-listed methods for analyzing ODS-based data under the pro-
portional hazards model has an underlying assumption that subjects are censored
in a manner independent of the failure rate. However, dependently censored data

are commonly encountered in public health studies. For example, wait-listed end-
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stage liver disease patients may receive a liver transplant, which censors their wait-
list death. In liver transplantation, medical urgency (which is inherently time-
dependent) is the criterion by which patients are prioritized for deceased-donor liver
transplantation. Therefore, an analysis of baseline factors affecting wait list mortality
(i.e., recorded at wait listing and not updated) could result in substantial bias if trans-
plantation were treated as independent censoring. One commonly used method to
accommodate dependent censoring is to conduct a weighted analysis, with weights in-
versely proportional to the probability of remaining uncensored. Such methods have
been proposed by Robins and Rotnitzky (1992), Robins (1993b), Robins and Finkel-
stein (2000), and Scharfstein and Robins (2002b); each of whom showed that Inverse
Probability of Censoring Weighting (IPCW) corrects for the dependence between
censoring and failure times. Matsuyama and Yamaguchi (2008) applied the [IPCW
approaches to settings with more than one cause of censoring. Zhang and Schaubel
(2011) used IPCW method to estimate group-specific differences in restricted mean
lifetime for studies with dependent censoring.

This chapter is motivated by the desire to compare wait-list survival for patients
with end-stage liver disease (ESLD). Chronic ESLD patients wait listed for liver
transplantation are ordered primarily based on their current (i.e., most recent) Model
for End-stage Liver Disease (MELD) score, which is calculated as a log linear com-
bination of bilirubin, creatinine, and international normalized ratio for prothrombin
time (Wiesner et al., 2001). As such, the higher a patient’s MELD score, the higher
their priority to receive a liver transplant. However, higher MELD scores are also
associated with an elevated risk of wait-list death, as shown by many previous au-
thors (e.g., Kremers et al., 2004, Huo et al., 2005, Merion et al., 2005, Basto et al.,

2008, Subramanian et al., 2010). Thus liver transplantation results in dependent
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censoring of wait-list death, due to the correlation between MELD score and both
wait-list survival and liver transplant rate. This and other related issues in the liver
transplant setting are discussed by Schaubel et al. (2009).

In certain cases, special exceptions are made under which a wait-listed patient
may be assigned a MELD score which is higher than that calculated, in an attempt
to reflect the patient’s actual medical urgency. The most frequent occurrence of such
MELD exceptions is for patients with hepatocellular carcinoma (HCC, a form of
liver cancer). HCC patients are usually assigned a MELD score of at least 22, which
is often considerably higher than the score based on their laboratory measures. To
our knowledge, no existing analyses in the liver transplant literature have quanti-
fied whether the MELD score of 22 accurately reflects the true wait-list mortality
risk faced by HCC patients. As a primary example in this chapter, we carry out
such an analysis, with patients classified by their baseline HCC status and MELD
scores. Since MELD affects both death and liver transplantation probabilities, liver
transplantation is handled as dependent censoring of wait-list death time in this
analysis.

In this chapter, we propose methods based on estimating equations for the analysis
of failure time data generated by ODS and subject to dependent censoring. We
employ a double-inverse-weighting scheme, which combines weights corresponding
to the probability of remaining uncensored and the probability of being sampled. A
proportional hazards model is assumed for the death process, with the covariate of
interest being that observed at baseline (time 0). It is assumed that a longitudinal
sequence of measures is observed for each subject, and a proportional hazards model
based on such measures is assumed for the dependent censoring process.

The remainder of this chapter is organized as follows. In Section 3.2, we describe
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the proposed estimation procedures. In Section 3.3, we derive large sample prop-
erties for the proposed estimators. We conduct simulation studies in Section 3.4
to investigate the finite sample properties of the proposed estimators. Section 3.5
provides an application of the methods to wait-list survival data obtained from a
national organ failure registry. The chapter concludes with a discussion in Section

3.6.

3.2 Proposed Methods

Let Z;; denote the g;-vector of time-constant covariates for subject i (i = 1,...,n).
Let Zo;(t) be the go-vector of time-dependent covariates at time ¢, Z;(t) = {ZL,
Zoy()TAT and Zi(t) = {Zi(u) : 0 < u < t} denote the history of Z;(-) up to time
t. Let T; and C; be the potential failure and censoring times, respectively. We
suppose that C; = Cy; A Cy;, where a A b = min{a,b}, Cy; is the censoring time
due to mechanisms that are independent of T; given Z;(0), and C5 denotes the
dependent censoring time; that is, Cy; is dependent on T; given Z;(0). Let X; =
TiNCy Yi(t) = T(Xs >t), Ay = I(T; <Cy), Doy = I(Co; < Oy, Oy < Th), Agi =
(1= A1 — Ay), Ni(t) = I(X; <t,A;=1), and NE(t) = [ (X; <t, Ay =1),
where I(-) is the indicator function. The observable data are assumed to be n
independently and identically distributed copies of {N;(+), NE(-),Y;(+), Zi(:)}. Let &
indicate whether or not subject ¢ is sampled. The variate &; is allowed to depend on
Aq;, Ag; and Ag; so that the sampling probability can be different for subjects who
fail, subjects who are dependent censored and those who are independent censored.
Let the cohort be divided into 3 strata according to the outcome (A, Ag, A3) such
that L, = {i : Ay = 1}, k=1,2,3. Let pr, = pr(& =11 € Ly), p = (p1,p2, p3)7,

and pi(p) = S20_, Api€i/pr- Note that p;(p) weights the ith subject by the inverse
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probability that the subject is sampled.
We assume that the hazard of failure of individual 7 is specified by the following

proportional hazards model (Cox, 1972),

(3.1) Ai{t | Zi(0)} = Ao(t) eXp{BgZi(())}a

where Ao(?) is an unspecified baseline hazard function for failure time, and g is a
(¢1 + g2)-dimensional regression parameter. Note that, we are chiefly interested in in-
ferring the role of Z;(0) on the death hazard, as opposed to {Z;(t) : t > 0}, for reasons
of interpretation. For example, it is straightforward to predict survival probability
using a pre-specified value of Z;(0) along with parameter estimates from model (3.1).
To do so using a model based on Z(t) would be much more complicated, unless all
time-dependent elements are assumed to be external (Kalbfleisch and Prentice, 2002)
which is not assumed in the data structure of interest (as previously described).

If it were also the case that Cy; was independent of T; given Z;(0) (unlike the
setting of interest), then 5y could be consistently estimated by Bo Ds, the root of the

estimating equation Uppg(3) = 0, where

32 Uons(®) =Y [ po){Zi0) - Zops(5.0)aN(t),

where 7 < oo is the maximum follow-up time, Zpps(B,t) = Sg},s(ﬁ,t)/s(o%s(ﬁ,t),
Sg%s(ﬂ,t) = >, pip)Yi()Z:(0)* exp{ 8T Z;(0)}, with a®® = 1, a®' = a, and

®2 = ga”. Estimating equations of the same general structure as (3.2) and arising

a
from ITPSW have been proposed by several previous authors; e.g., Kalbfleisch and
Lawless (1988), Binder (1992), Borgan et al. (2000) and Lin (2000) for the Cox
model; Kulich and Lin (2000) for the additive hazards model; and Nan et al. (2009)
for the accelerated failure time model. In IPSW, sampled subjects are weighted by

the inverse of their respective probabilities of being selected.
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However, since Z;(t) affects both the event and censoring times, and Z;(t) is not
incorporated into model (3.1), Cy; would generally not be independent of T; given
Z;(0). In this case, the estimate Bops derived from (3.2) could be substantially
biased because (3.2) does not accommodate the dependence between Cy; and T;. We
assume that conditional on the covariate history Z-(t), the hazards of dependent
censoring Cy; at time t does not further depend on the possibly unobserved failure

time 7;; that is,
(3.3) Mt | Zi(t), Cy > t,T, > t, T} = Xo{t | Zi(t),C; > t,T; > t}.

This fundamental assumption is called “no unmeasured confounders for censoring”
(Rubin, 1977; Robins, 1993). Borrowing terminology from the competing risks lit-
erature, assumption (3.3) allows us to identify the cause-specific hazard for Cy;. We
assume a time-dependent Cox proportional hazards model for the right-hand side of

equation (3.3),
(3.4) MNAt | Zi(8), Xi = t} = A§ (1) exp{ag Vi) ),

where \§ (t) is an unspecified baseline hazard function for dependent censoring, V;(t)
is a s-vector consisting of functions of Z;(t), and aq is a s-dimensional regression
parameter.

We propose the following estimating function,

(35 U6 =3 [ RO(Z0) - Z(5. R }avico)

where

S (8, R,1)
SO(3, R, 1)

S(d)(ﬁ,R, t) = n_liRi(t)Y;(t)Zi(O)(@dexp{ﬁTZi(O)}

Z(B3,R,t) =
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Ri(t) = pi(p)Wi(t)

Wi(t) = M Ok(t),

where AY (t) = f(f exp{aTV;(u)}dA§ (u) and the function x(t) in the weight W;(t) is a
stabilization factor. We consider three choices of k(t). One choice is k;(t) = 1. How-
ever, when the censoring is heavy, M0 could be quite large and lead to instability in
the estimation. In this case, the choice of k(t) = exp [— f(f exp{a”V;(0)} dA§ (u)]
or ky(t) = exp[—Al{t | Z;(0)}] may be more appropriate, where Al(¢) is based on
a time-to-censoring model that uses only the baseline covariate values, Z;(0). Here-
after, we denote Wj;(t) = eAic(t)/ﬁj(t), j = 1,2,3, and correspondingly estimate [,
with Buw,, Bw, and B\Ws: the solutions to U(5) = 0 with weights W3;(t), Wa;(t) and
W3;(t), respectively.
The weight Wi;(t) can be estimated using exp{/A\iC (t)}, where
R0 = [ en@ iR

-1

o) = 3 [ [Snomeenla Gl awce)
where @ is the partial likelihood estimate of oy and is computed under assumption

(3.4) as the root of U%(a) = 0; where
ve / (Vi) = V(0 p. )b (p)ANE (1),

is an [IPSW-based estimating function, with V(a, p,t) = S(Cl)(&,p, t)/S(CO) (cr, p, t) and
S§ (e, t) =m0 pi(p) Vi) Vi) Pdeo™ V0,

The weight Wa;(t) can be estimated using %a;(t) exp{AC(t)}, where Rg(t) =
exp[—AC{t,a | Zi(0)}]; ie., ko(t) is estimated using the same model (3.4), but

only using baseline covariate values,

Reta| Z(0)) = / exp{aTVi(0)}dAS (s, @).
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The weight Wi (t) can be estimated by Rs(t) exp{AC(t)}, where Rg(t) = exp

{—Al(t)}, with ks;(t) estimated using an additional baseline model for Cs;,
NAE| Z:0), Ci 2 61,7 > ¢ = Aj(t) expfal Vi(0)},
such that we have

t
Ry = / exp{al” V(0)}dAl (s, ah),
0

Aj(t.af) = Z/O [ij(p)Yj(S)eXp{OéTTVj(O)} pi(p)dAN{ (s),

i=1
and &' is the partial likelihood estimate of af under the model for dependent cen-
soring with hazard Al (¢). Weight stabilizers analogous to s;(t) have been suggested,
for example, by Robins and Finkelstein (2000) and Hernan, Brumback, and Robins
(2000). We propose the stabilizer x;(t) as an alternative. The performance of each
of Wy,(t), Way(t) and Wi;(t) are compared through simulations studies described in

Section 3.4.

3.3 Asymptotic Properties of the Proposed Estimators

The following conditions are assumed throughout this section.

(a) {N;(), N°(-),Yi(+), Zi(:)},i = 1,...,n are independently and identically dis-

tributed.
(b) P{Yi(r)=1} >0fori=1,...,n.

(¢) 1Zi;(0)|+ [y 1dZi;(t)] < By < oo fori=1,...,n, where Z;; is the jth component

of Z; and By is a constant.

(d) There exists a neighborhood B of 8y such that sup,ep . ses 1SD (B, R,u) —

s\ (B, R, u)|| — 0 in probability for d = 0, 1,2, where s¥(3, R,u) =
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E{SD (B, R,u)} is absolutely continuous, for 3 € B, uniformly in u € (0, 7],
£ (-) denotes expectation. Moreover, s((3, R,u) is assumed to be bounded

away from zero.

There exists a neighborhood Be of ag such that sup,cio . aese Hsgj) (o, p,u) —

s(g)(oz,u)H — 0 in probability for d = 0, 1,2, where for a € B, S(g)(oz,u) =

& {S(Cd )(a,p, u)} is absolutely continuous, uniformly in v € (0,7]. Moreover,

s((?)(oz, u) is assumed to be bounded away from zero.

The matrices A(S3y) and A®(ap) are positive definite, where
AB) = [ {8 R 803, Rew) ~ (6. R w) ) dF ()
0
A% ) = /T {sg)(a, u)/s((?)(oz,u) —7(a, u)®2} dF°(u)
0

with 2(8, R,u) = sW(3, R,u)/sO(B, R, u), v(a, u) = sg)(a,u)/s(g)(a,u), F(u) =
E{Ri(u)Ni(u)}, FO(u) = E{pi(po) N{ (u)}.

Ao(T) < 00, A§ () < 0.

We describe the asymptotic properties of the proposed estimators in the following

theorems.

Theorem II1.1. Under conditions (a) — (g), as n — oo, n'/2 (@ — ay) converges to

a mean zero Normal distribution with covariance A (ag) ™ Q(ag) A (o)™

L where

Q) = &{vs(a,p)™)
Vi(o,p) = Ki(a,p) + B (a, p)Qi(p)
Ki(a,p) = / {Vi(t) — (v, )} pi(p) dME (1)

T ()(C(
;D t) 1
Bc(aap) = / { (0)( T(O)(a,p,t)— (0)
0

a,p,t)? se (a,p,t)
xdF°(t) 4 d(a, p)

r(a,p, t)}
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1
T](qd) (Ol,p, t) = ——& {Akll/l(t)‘/l(t)(gdea:rvl(t)} , d= O, 1
Pk
rD(a,p,t) = <r§d>(oz,17, ) s a,p,t) (e, p, t)) . d=0,1,

where we further define

diop) = & | [ (0 - vl Auanf (0]
dla,p) = (di(a,p) da(o,p) ds(,p))
Quilp) = 1 Awil& — pr)
me = pr(Ap=1)k=1,2,3
Qip) = (Qulp) Qulp) Q)"
with dMFE (t) = dNE (t) — Yi(t)dAS ().

In Web Appendix B.2, we show that n/2 (@ — ag) = n™Y2 3" (g, po) x A% ()™
+0,(1); hence n/? (@ — ay) is essentially a scaled sum of n independent and identi-
cally distributed random quantities with mean zero and finite variance. By the Mul-
tivariate Central Limit Theorem (MCLT) and empirical process theory, one proves

the asymptotic normality.

Theorem II1.2. Under conditions (a) —(g), as n — oo, n'/? (BWI — BO), converges

to a mean zero Normal distribution with covariance A(By) ' (By, R)A(Bo) ™!, where

(@
ap) = [{iGG5s —=o o> arw

S(B,R) = £{06,(B8,R)**}

©;(8,R) = O(B,R)Qi(po)
+H (B, R)A® ()™ i(ao, po)
+ /0 (7)Ao, po. )

OB.R) = € [ / "{20) — 208, R 1)} palpo) Wi (0dM()
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dpi(p) _ _Akifi
dpk I

ei(p) =
wi(p) = (pup)  p2p)  psp)’

HER) = €| / (Z:0) =16, RO} VIR (D00
wi(t) = / Vi(w)dAS (u)
Kt = € et / (2:0) - 6, RO} B0

do;(a,p,u) = s(co) {dJ )(a,p, dAC }Ql p)

—0" (c, u)dAF (u) A (@)~ (e, p)

(0)

+s¢ (o, u) ™ pi(p)dM (u)

dJ(u) = & {pi(po)"dN{ (u)},

The proof begins by decomposing n'/2{A§(t) — AS(t)} into n'/2{A§(t;@,p) —
AS(t;3, po)} + n2{AS (t; @, po) — NS (t; g, po)} + n'/2{AS (t; ag, po) — AS(£)}. Then
n'/2{AS (t) — AS(t)} can be expressed asymptotically as a sum of independent and
identically distributed zero-mean variates, as n — oco. Combining this result and
the Functional Delta Method, we can show that n*/2{R;(t) — R;(t)} can be writ-
ten asymptotically as a sum of independent and identically distributed zero-mean
variates, as n — oo. Finally, through Functional Delta Method, the asymptotic
normality of n'/2(By, — ) is demonstrated.

The expression for the asymptotic covariance of Bwl is very complicated and
difficult to implement numerically. A practical way to estimate the variance of the
proposed estimators is to treat the weights R;(t) as known rather than estimated.

Based on results derived in the Web Appendix B that, in the setting where the weight
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function is known,
(3.6) n'2(B — Bo) = A(Bo) " 'n Z U; {Bo, R} + 0p(1)

with Uf (80, R) = [y {Z:(0) — Z(8, R, t)} R;(t)dM;(t); hence, n'/2(B — B,) is asymp-
totically a scaled sum of independent and identically distributed zero-mean ran-

dom quantities with finite variance. Therefore, the variance of Bwl is estimated by

-~

A(B)'SH(B, R)A(B)~!, where $H(B, R) = E{U*(3, R)®?}, A(B) and £(B, R) are cal-
culated by replacing limiting values with their corresponding empirical counterparts.

By similar arguments, the asymptotic normality holds for n'/2(By, — ) and
nt/ 2(BW3 — Bo). However, the covariance will be even more complicated than that
of n*2(By, — B). Therefore, similarly, we can treat R;(t) as fixed to calculate the
variance of By, and By,. Note that (3.6) holds when using Wa or W, such that each

of the variance of By, and By, is estimated by A(3)"'SH(B, R)A(B)~!, with R;(t)

being replaced by p;(p)Wai(t) and p;(p)Wai(t), respectively.

3.4 Numerical Studies

We investigated the finite sample properties of the estimators proposed in Sec-
tion 2 through a series of simulation studies. We generated failure time data from
n = 2500 subjects. A treatment group indicator Z;; and baseline time-dependent
covariate Zo;(0) were generated as independent Bernoulli variables each with prob-
abilities 0.5. The independent censoring times C'}; were constant and equal to 100.
After generating a U(0, 1) variable, Ur, the event time 7" was generated from a Cox

model with hazard function

(3.7) Ai(t) = Ao(t) exp {f1 21 + B222:(0) }
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by solving the equation fOT Mo(u) exp {B121; + P2 Z2;(0)} du = —log Uy for T', so that
Ur corresponds to the survival function at T'. The baseline hazard function for event
time is given by Ao(t) = 0.1,0 < ¢ < oo and (B, B20) is set to {log(1.5),1og(1.5)} =

(0.4055,0.4055). The time-dependent covariate Zy;(t) was generated as

Z5i(0)] (Ur < 0.3) + {Z2:(0) + Uz x int(£)} I (0.3 < Ur < 0.6)

where int(t) is the integer part of ¢. The dependent censoring time Cs; was generated

from a Cox model with hazard function

(3.9) a3 Z2i(t)1 {Z2(0) = 0}],

where \§(t) = 0.1,0 < t < oo and (aq, az, az) = {—0.5,10g(2),log(1.1)} = (—0.5,
0.6931,0.0953). In this data configuration, the time-dependent covariate Zy;(t) is
correlated with the event time 7; through equation (3.8). In addition, Z;(t) also
affects the censoring time Csy; via model (3.9). Since only the baseline value of Zy;(t),
i.e. Z5(0), is adjusted for in the model (3.7), the censoring time Cs; is dependent on
T; given Zy; and Z5;(0). In another data configuration, the baseline hazard function
for event time is given by \g = 0.2, with (519, 520) set to {log(1.5),log(1.5)} =
(0.4055,0.4055) or {0,0}, which leads to a lower dependent censoring rate. All the
other settings were the same as those used in the previous configuration.
Additional scenarios have also been evaluated in order to examine the performance
of the proposed methods with different dependent censoring models. Specifically, the

dependent censoring time Cy; was generated from a Cox model with hazard function

(310) )\Zc(t) = )\g(t) exp {061211‘ + OZQZQZ‘(t)} s
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Table 3.1: Simulation results based on 1000 replications: A (t) is given by (3.9) and \g = 0.1.

Weight Estimator Bias ESD ASE CP

— BODS 0.055 0.173 0.169 0.932
Wy g 0.040 0.205 0.189 0.927
W, By 0.018 0175 0171  0.941
W BYs 0.016 0173 0170  0.944

— BYDS -0.085 0.172 0.169 0.918
Wi e -0.024 0.202 0.190 0.934
Wy By -0.007 0.172 0.173 0.958
Wi BYs -0.006 0.172 0.173 0.960

n = 2500, 81 = B2 = log(1.5), Spearman correlation between T and Co is 0.14. Approximately 47% of subjects
are dependently censored. There were ~ 300 individuals in the subcohort.

in which the censoring model depends on Zy;(t) in the same way for both baseline
Z5(0) groups. Other settings were the same as those used in the first data configu-
ration except that A\g = 0.2. Each data configuration was replicated 1000 times.
Tables 3.1, 3.2 and 3.3 display the results of our proposed estimators and those ig-
noring the dependent censoring. As expected, the estimators ignoring the dependent
censoring are biased in some settings. Each of the proposed estimators is approxi-
mately unbiased, and the average asymptotic standard errors (ASEs) are generally
close to to the empirical standard deviations (ESDs). Correspondingly, the 95%
empirical coverage probabilities (CPs) are generally close to the nominal value. In
addition, simulation results suggest that, at least in the examples we evaluated, the
stabilized estimators using weights Wy;(t) and Wi, (t) are more efficient than the
unstabilized estimator using weight Wi;(t). In general, the performance of the esti-
mators using weights Wy;(t) and Ws;(t) are comparable. In some data configurations,
one may appear to be more efficient than the other. However, differences were usually

small and appeared to vary by data set-up.
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Table 3.2: Simulation results based on 1000 replications: A (t) is given by (3.9) and \g = 0.2.

Weight Estimator Bias ESD ASE CP
~ B1 = By = 0.4055
—~ oDS 0.017 0.146 0.146 0.955
Wy e 0.004 0.152 0.148 0.944
W W 0.002 0.145 0.145 0.952
Wi Ws 0.002 0.145 0.145 0.952
—~ BODS -0.012 0.152 0.148 0.944
Wy " 0.009 0.158 0.152 0.933
W,y ME 0.009 0.152 0.148 0.944
W ME 0.009 0.152 0.148 0.944
R fr1=P52=0
— poPS 0.014 0.160 0.156 0.949
Wi e 0.005 0.180 0.167 0.923
W, We 0.002 0.160 0.156 0.946
W e 0.002 0.159 0.156 0.947
- poDs -0.080 0161  0.157  0.914
Wi ME 0.000 0.172 0.168 0.950
W e 0.002 0.158 0.158 0.951
Wi s 0.001 0.159 0.158 0.953

n = 2500, 81 = B2 = log(1.5) or B1 = B2 = 0, which corresponds to a Spearman correlation between T and
Cs of 0.14 and 0.11. Approximately 29% and 39% of subjects were dependently censored, respectively. Numbers of
individuals in the subcohort were ~ 280 and ~ 290.
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Table 3.3: Simulation results based on 1000 replications: A (¢) is given by (3.10) and Ao = 0.2.

Weight Estimator Bias ESD ASE CP
~ B1 = By = 0.4055
— oDS 0.038 0.147 0.147 0.951
Wi Wi 0.005 0.153 0.150 0.945
W W 0.002 0.146 0.146 0.949
Wi Ws 0.002 0.146 0.147 0.948
- BODS 0.015 0.154  0.149  0.940
Wy " 0.012 0.162 0.153 0.933
W,y ME 0.011 0.154 0.148 0.940
W ME 0.011 0.154 0.149 0.942
R fr1=P52=0
— poPS 0.027 0.163 0.158 0.942
Wi e 0.004 0.181 0.169 0.929
W, We 0.001 0.162 0.158 0.952
W e 0.002 0.161 0.158 0.949
—~ poDs -0.034 0.165 0.159 0.938
Wi ME -0.003 0.178 0.170 0.936
W, e 0.004 0.163 0.159 0.947
Wi s 0.003 0.164 0.159 0.949

n = 2500, 81 = B2 = log(1.5) or B1 = B2 = 0, which corresponds to a Spearman correlation between 7" and Ca
of 0.20 and 0.20. Respectively, 30% and 41% of subjects are dependently censored. Numbers of individuals in the
subcohort were ~ 280 and =~ 290.
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3.5 Application

We applied the proposed methods to analyze wait-list mortality for patients with
end-stage liver disease (ESLD). Data were obtained from the Scientific Registry of
Transplant Recipients (SRTR). The n = 55,943 patients who initially wait-listed for
liver transplantation in the United States at age > 18 between March 1, 2002 and
December 31, 2008 were included in the analysis. Patients were followed from the
date of initial wait-listing until the earliest of death, receiving liver transplantation,
loss to follow-up, or last day of the observation period (December 31, 2008).

The Model of End-stage Liver Disease (MELD) score is time-dependent and is
updated based on a frequency that ranges from weekly to yearly and that may
depend on the last reported MELD. In the current liver allocation system, patients
are ordered on the wait-list primarily by descending MELD. That is, patients with
higher MELD are considered to be at greater medical urgency and, therefore, get
higher priority for transplantation. However, for hepatocellular carcinoma (HCC)
patients, the calculated MELD based on laboratory measures has generally been
considered by the field to understate actual medical urgency. As such, a MELD score
of 22 is usually assigned to an HCC patient if the laboratory MELD is less than 22.
The primary objective of our analysis is to determine which range of (calculated)
MELD score is actually consistent with the HCC wait-list mortality hazard.

In many studies, it has been shown that MELD is the dominant risk factor for
liver wait-list mortality. Moreover, as stated in the previous paragraph, MELD
also strongly affects the liver transplant hazard. Therefore, unless the death model
adjusts for time-dependent MELD, the wait-list mortality and decease-donor liver

transplantation will be correlated. However, HCC is a diagnosis category; an under-
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lying cause of end-stage liver disease, which is usually recorded at time 0. Therefore,
given our analytic objective and in the interests of interpretation, it is appropriate
to adjust for other characteristics known at ¢ = 0, but not factors realized at ¢t > 0.
Therefore, we must account for liver transplantation as dependent censoring.

There are additional issues regarding the data structure which must be taken
into account. In particular, a patient who is too sick to receive a transplant can be
inactivated (usually a temporary measure) or removed (permanent) from the wait-
list. During these intervals, the patient is ineligible to receive a transplant. Therefore,

an appropriate Cox model in this setting is given by the following,
(3.11) AL (1) = A1) (t) exp{a’ Vi(t)},

where A;(t) is an indicator of being active on the wait list (i.e., as opposed to being
inactive or having been previously removed) as of time . When fitting model (3.11),
we delete patient subintervals with A;(t) = 0. The time-dependent covariate vector
Vi(t) includes MELD at time t (grouped into intervals: [6,8], [9,11], [12,13], [14,15],
[16,17], [18,19], [20,22], [23,24], [25,29], [30,39], and 40) with HCC patients chosen as
the reference group. The vector V;(t) also includes the following baseline covariates:
age, gender, race and blood type; with age less than 40, Female, Caucasian and blood
type O as references, respectively. Note that, for the intervals where the patient was
either inactivated or removed, the transplant hazard was treated as 0, as indicated by
equation (3.11). However, since the inactivated or removed patients are still at risk
of pre-transplant death, such that patient subintervals with A;(¢) = 0 are included in
the wait-list mortality model. In addition, for both the time-to-death and time-to-
transplant models, we adjusted for Organ Procurement Organization (OPO) through
stratification, since it may not be appropriate to assume proportionality with respect

to the approximately 60 OPO-specific hazard functions, transplant or death.
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Table 3.4: ODS design for the analysis of liver wait-list mortality.

Patients OPO size P1 P2 D3
HCC all 1.00 1.00 1.00
Non-HCC
<400 1.00 1.00 1.00
(401, 1300] 0.30 0.10 0.10
> 1300 0.15 0.10 0.10

The primary outcome of interest is wait-list mortality. Loss to follow up, living-
donor transplantation and administrative censoring are considered to be independent
censoring. Dependent censoring occurred through deceased-donor liver transplanta-
tion. Among the n = 55,951 patients wait listed for liver transplantation, a total of
4,475 (8%) were diagnosed with HCC. In term of events, 10,584 (19%) patients died
on the wait-list, while 28,621 (51%) received a deceased-donor liver transplant.

To illustrate our methods, we selected an ODS and allowed the sampling rate to
depend on the baseline HCC status and OPO size. The sampling rate is shown in
Table 3.4. Note that patients who are diagnosed with HCC are selected into the
subcohort with probability 1.

Results of the analysis are shown in Table 3.5. Since the IPCW weights could be
very large toward the tail of the observation time, we truncated IPCW weights with
10. In general, we use the results based on W5 or Wj since they are more stable than
those based on W;. Table 3.5 shows that when the dependent censoring is ignored,
MELD group [16, 17] is consistent with the HCC group. By using W5, MELD group
[14,15] is consistent with the HCC group.

The result based on using W3 was similar to that based on W, except that both
MELD groups [14, 15] and [16,17] are consistent with the HCC group (result not
shown). By using W, MELD groups [14, 15] and [16,17] are consistent with the

HCC group (result not shown). However, since the unstabilized weight TW; may be
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Table 3.5: Analysis of wait-list mortality by MELD group: HCC group (assigned MELD of 22) is
chosen to be the reference.

Unweighted Weighted: Wy

B8 SE p-value exp{S} B8 SE p-value exp{S3}
HCC 0 - - 1 0 - - 1
MELD
6, 8] -1.07 0.12 < 0.0001 0.34 -1.02 0.15 < 0.0001 0.36
[9,11] -0.60 0.09 < 0.0001 0.55 -0.48 0.11 < 0.0001 0.62
[12,13] -0.53 0.09 < 0.0001 0.59 -0.40 0.11 0.0002 0.67
[14,15] -0.25 0.09 0.005 0.78 0.002 0.11 0.98 1.00
[16, 17] 0.10 0.10 0.32 1.10 0.24 0.12 0.0498 1.28
[18,19] 0.26 0.12 0.02 1.30 0.63 0.15 < 0.0001 1.88
[20, 22] 0.55 0.11 < 0.0001 1.73 0.83 0.12 < 0.0001 2.29
(23, 24] 090 0.17 < 0.0001 2.47 1.41 0.21 < 0.0001 4.12
[25,29] 1.59 0.16 < 0.0001 4.88 1.93 0.19 < 0.0001 6.92
[30, 39] 2.38 0.16 < 0.0001 10.81 2.69 0.17 < 0.0001 14.74
40 3.68 0.29 < 0.0001 39.56 3.65 0.37 < 0.0001 38.67

quite large toward the tail of the observation time, the result from using stabilized
weights Wy or W5 would be of more interest than those from using W;. According
to the results in Table 3.4, an assigned MELD score between 14 and 15 for HCC
patients would be consistent with the wait-list mortality rates for such patients, and
therefore may be more appropriate than the MELD exception score of 22 that is

currently being used.

3.6 Discussion

In this chapter, we propose methods for analyzing failure time data under an ODS
design with dependent censoring. The proposed methods employ a double-inverse-
weighting scheme, through which the proposed estimators adjust for the sampling
bias and overcome dependent censoring. Simulation studies show that the proposed
estimators are approximately unbiased and that our asymptotic results are applicable
to finite samples. The proposed estimates can be computed using standard software
(e.g., PROC PHREG in SAS with WEIGHT statement) with a counting process

input file structure.
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We propose three different weights to correct the bias induced by dependent cen-
soring. In general, when the dependent censoring is light or moderate, the unsta-
bilized weight W (t) works well. However, when censoring is heavy, W;(t) may be
quite large toward the tail of the observation time resulting in unstable estimates. In
this case, stabilized weights, Ws(t) and W5(t), may be preferable and usually result
in more efficient estimator than that from using the unstabilized weight W7 (t). We
found little difference in the performance of Wy(t) and Wi(t).

In simulation studies, we treated the IPCW weights and IPSW weights as fixed to
simplify the computation, which would result in conservative covariance estimators
because those weights are actually estimated as opposed to being known. However,
simulation results suggest that the proposed ASEs by treating the IPCW weights
and IPSW weights as fixed are quite accurate.

The proposed methods require the consistency of the IPCW weight. Therefore,
the proportional hazards model for dependent censoring should be correctly specified.
This may be approximately true when a sufficient number of covariates is collected.

In addition to depending on the outcome, (Ay;, Ag;, Ag;), we can also allow &; to
depend on Z;(0). For example, in order to obtain reasonably precise estimates of the
properties of a rare type, we can oversample subjects of this type.

Applying our methods to ESLD patients wait listed for liver transplantation, we
found that (calculated) MELD score group of [16,17] is consistent with the HCC
wait-list mortality hazard if no adjustment was made for dependent censoring. How-
ever, the consistent MELD score range changes to [14, 15] after we consider dependent
censoring by using weight W5. Therefore, our results indicate that the current MELD
exception score of 22 granted to at wait listing to HCC patients overstates the ac-

tual medical urgency; and that an assigned MELD score of 14 or 15 may be more
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appropriate.

The proposed methods generally work well for set-ups with light and moderate
dependent censoring. However, when the dependent censoring rate is very high, say
60% or more, the proposed estimators may perform more poorly, at least for the
data settings we considered. No studies in the literature seem to have considered
such high censoring rates and further study of data with heavy dependent censoring

would be valuable.



CHAPTER IV

Hazard Regression Models for Estimating the Effect of an
External Time-Dependent Covariate

4.1 Introduction

Hemodialysis (HD) is the most common treatment for advanced kidney failure.
HD removes harmful waste products such as potassium, urea and free water from
the blood, which would normally be eliminated in the urine. Typically, HD patients
are required to follow a strict treatment regimen that involves receiving dialysis on
either a Monday-Wednesday-Friday (MWF) or a Tuesday-Thursday-Saturday (TTS)
schedule. During the interval between dialysis sessions, electrolytes and fluids may
accumulate and increase the risk of mortality. Therefore, patients may be at higher
risk of death on certain days, due to the intermittent nature of the dialysis schedule.
For example, death risk may be elevated on Monday for MWEF' schedule patients
or Tuesday for T'TS schedule patients since these days are preceded by the longest
intervals without dialysis.

The association between day-of-week-specific mortality risk and dialysis schedule
has been investigated in various studies. Using crude death rates, Bleyer et al. (1999)
revealed that there was an increased risk of sudden death and cardiac-related death
on Monday for MWF schedule patients, and on Tuesday for TTS schedule patients.

The authors used logistic models to investigate whether mortality was accentuated

92
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for patients with increased age, coronary artery disease, diabetes mellitus, and/or
congestive heart failure. Karnik et al. (2001) performed two-tailed binomial tests to
study whether the risk of cardiac arrest was elevated on Monday for MWEF schedule
patients, and on Tuesday for TTS schedule patients. The authors found that the
risk of cardiac arrest on Monday was higher for MWF schedule patients. Bleyer
et al. (2006) studied the association between occurrences of sudden death among
HD patients and the timing of HD. They performed y? tests to test for differences
between observed and expected frequencies in day and timing of deaths of patients.
This study also showed that there was an increased risk of sudden death on Monday
for MWEF schedule patients, and on Tuesday for T'TS schedule patients.

However, each of the studies referenced in the preceding paragraph was based on
crude death rates and logistic regression models. Such approaches make it difficult (if
not impossible) to adjust for time-dependent covariates or appropriately account for
censoring. Since the endpoint is time-to-death, survival analysis (e.g., Cox regression)
is well-suited for this purpose.

The data studied here were obtained from Dialysis Outcomes and Practice Pat-
terns Study (DOPPS), an international prospective observational study of hemodial-
ysis patients and facilities. DOPPS-I (1996-2001) contained more than 17,000 pa-
tients from seven countries including France, Germany, Italy, Japan, Spain, United
Kingdom, and the U.S., while DOPPS-II (2002-2004) included more than 12,000
patients from the seven countries above as well as Australia/New Zealand, Belgium,
Canada, and Sweden. In each phase, over 300 dialysis facilities were involved. At
each facility, a random sample of HD patients was selected into the DOPPS.

In this chapter, we propose Cox models to evaluate the association between Mon-

day/Tuesday mortality and dialysis schedule. Three models were fitted, each dis-
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tinguished by the factor of interest: (i) day of the week (ii) day of dialysis sched-
ule (iii) days since last dialysis. In each case, the factor of interest is coded as a
time-dependent covariate. The models are compared and contrasted, with special
attention given to the setting where the sample size is small. We address whether
the Monday/Tuesday effect is similar across countries.

The remainder of this chapter is organized as follows. In Section 4.2, we describe
the study population and the proposed methods for analyzing HD patients in the
DOPPS. In Section 4.3, we present the results of the proposed models. The chapter

concludes with some discussion in Section 4.4.

4.2 Methods

We use data from the DOPPS-I and DOPPS-II with U.S., Japanese and Euro-
pean (Belgium, France, Germany, Italy, Spain, Sweden, United Kingdom) patients
composing three regional strata. Details of the DOPPS design have been reported
previously; see for example Young et al. (2000), and Pisoni et al. (2004). The total
study population consisted of 22,163 patients (9,227 U.S. patients, 4,419 Japanese
patients, and 8,517 European patients). Patients were followed from the time they
entered DOPPS until the death, receipt of a kidney transplant, loss to follow-up, or
the end of the observation period, whichever occurred first.

At the start of participation in the DOPPS, demographic characteristics and co-
morbid conditions were obtained. Follow-up information was collected every four
months. The date dialysis was received is also reported in the four-month period. In
the current study, the dialysis schedule was defined to be MWEF in the four-month
interval if the reported date was a Monday, Wednesday or Friday. The T'TS dialysis

schedule was defined similarly. If the reported date was missing or a Sunday, the
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date from the preceding four-month reporting interval was used to define the dialysis
schedule.
The primary outcome of interest is all-cause mortality. We assume the time-

dependent Cox proportional hazards model for all-cause mortality,

(4.1) MHZ ()} = Xo(t) exp {Bo Z(1) }
where Ao(t) is an unspecified baseline hazard, Z(t) is a p-vector of possibly time-
dependent covariates, and 3, is a p-dimensional regression parameter. Three models
were fitted with a view to assessing the primary questions of interest. In each model,
the factor of interest was coded as a time-dependent covariate, and Table 4.1 shows
the detailed coding used. In Model 1, the covariate of interest is day of the week
(Sunday, Monday, ..., Saturday). Each day was compared to the average of the seven
days of the week, where Z;;(t) = I (day t for subject i is a Monday ) — I (day ¢ for
subject ¢ is a Sunday), ..., Z;s(t) = I (day t for subject ¢ is a Saturday) — I (day ¢
for subject i is a Sunday ), where ¢ is the time since the first ever HD day for patient
i. In addition, Zymwr(t) = I ( Patient receives MWF dialysis schedule at day ¢ ) was
used in this model as a covariate of stratification variable. In Model 2, the covariate
of interest is day of dialysis schedule (1st, 2nd, ..., 7th), each was compared to the
average of the seven days of the week, where Z;;(t) = I (day t for subject 7 is the 1st
day of dialysis schedule) — I (day ¢ for subject i is the 7th day of dialysis schedule),
.., Zig(t) = I (day t for subject i is the 6th day of dialysis schedule) — I (day ¢ for
subject ¢ is the 7th day of dialysis schedule). In Model 3, the covariate of interest
is days since last dialysis (1, 2, 3), where Z;;(t) = I (day t for subject i is 1 day
since last dialysis ), ..., Zi3(t) = I (day t for subject i is 3 days since last dialysis ).

Let a; be the covariate coefficient for Z;;, j = 1,2,3. Each covariate was compared

YR

to the average of the seven days of the week. Therefore, the parameters of interest
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in Model 3 are 5; = a; — 1/7 (3a; + 3 + a3) for j = 1,2,3. In Models 2 and 3,
Zywr(t) was fitted in the model as a covariate of stratification variable.

Since patients were not under observation until they entered the DOPPS study,
our model took patient vintage (previous time on dialysis at entry into DOPPS)
into account through left-truncation. Baseline adjustment covariates included the
following factors: gender, race, 14 comorbid conditions (coronary heart disease, can-
cer other than skin, other cardiovascular disease, cerebrovascular disease, congestive
heart failure, diabetes, gastrointestinal bleeding, HIV/AIDS, hypertension, lung dis-
ease, neurologic disease, psychiatric disorder, peripheral vascular disease, and recur-
rent cellulitis), body mass index (grouped as <20, [20-25), [25-30), >30 kg/m?), and
vascular access (catheter use). Country, phase, age group (18-29, 30-39, 40-44, 45-49,
50-54, 55-59, 60-64, 65-69, >70 years) and dialysis schedule were adjusted through
stratification. Since patients from the same facility are not likely independent due
to shared practice patterns, we accounted for intra-cluster dependence by using a
robust (“sandwich”) estimator to draw valid statistical inference. Cox models were
fitted to each region (U.S., Europe and Japan) separately.

In Model 1, Z1I{Zywr(t) =1}, ..., Zel {Zywr(t) =1}, ZyI{Zywr(t) = 0},
.oy and ZgI {Zpywr(t) = 0} were fitted in the model. With dialysis schedule being
adjusted through stratification, this model has the advantage of estimating the spe-
cific day-of-week effect on mortality for each dialysis schedule. However, sufficient
sample size and events are needed to draw reliable conclusions in fitting this com-
plex model. In particular, in our study, conclusions drawn for Japanese HD patients
may be unstable due to the smaller sample size and lower event rate. This limi-
tation of Model 1 motivates the other two models which, although less detailed in

nature, retain the ability to look at the primary questions concerning the effect of
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time since last dialysis on mortality. Model 2 provides day-of-week effect on all-cause
mortality. In this model, the Monday effect on all-cause mortality for MWEF sched-
ule patients is assumed to be identical to the Tuesday effect on all-cause mortality
for TTS schedule patients with a similar equivalence for all subsequent days during
the schedule. Model 3 specifically emphasizes the time elapsed since last dialysis
as a predictor of mortality. In this model, the Monday effect on all-cause mortality
for MWEF schedule patients and the Tuesday effect on all-cause mortality for TTS
schedule patients share the same magnitude, both being three days since the last
dialysis treatment. Similarly, only the average effect of Tuesday, Thursday and Sat-
urday from the MWEF schedule and Sunday, Wednesday and Friday from the T'TS
schedule is represented in Z;;(t) = 1; the average effect of Sunday, Wednesday and
Friday from the MWF schedule and Monday, Thursday and Saturday from the TT'S
schedule is represented in Z;5(t) = 1. This model provides a macroscopic view that
facilitates easy comparison of the three regions.

The choice between Models 1-3 can be made according to the availability of data.
In general, Model 1 assesses the effect of the day on mortality more precisely than
Model 2, and Model 2 provides more detailed interpretation than Model 3. However,
achieving readily interpreted parameters could result in loss of stability on the con-
clusion, especially when the sample size is small and event rate is low. In addition,
the likelihood ratio tests are performed to compare the proposed three models in

each of the three regions.

4.3 Results

For each region, Cox regression models were used to estimate the covariate-

adjusted Monday/Tuesday effect on all-cause mortality. Table 4.2 contains three
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sets of covariate-adjusted relative hazards of all-cause mortality for U.S. patients.
Model 1 analysis shows all-cause mortality by day-of-week. It indicates that patients
from the U.S. are estimated to have significant 1.41 and 1.39 times higher hazards of
all-cause death on Mondays with MWF schedule and Tuesdays with T'TS schedule,
respectively, compared to the average of the seven days of the week (p < 0.0001 and
p < 0.0001, respectively). Model 2 gives all-cause mortality by day of dialysis sched-
ule. Results from the Model 2 analysis show that U.S. patients had a significant 1.40
times higher risk of all-cause death on Mondays with MWF schedule and Tuesdays
with T'TS schedule compared to overage average (p < 0.0001). Model 3 provides all-
cause mortality by days since last dialysis. The analysis from Model 3 reveals that,
in the U.S., patients experienced a significant 1.40 times higher all-cause mortality
hazard on Monday (for MWF schedule) and Tuesdays (for T'TS schedule) relative to

the overall average (p < 0.0001).

In Table 4.3, relative hazards of all-cause mortality for European patients are
displayed. Under Model 1, European patients had significant 1.34 and 1.22 times
higher hazards of all-cause death on Mondays (for patients on a MWF schedule) and
on Tuesdays (for patients on a TTS schedule) (p = 0.001 and p = 0.043, respec-
tively); in each case the comparison is made with the average over the seven days.
The effect of Tuesdays on all-cause mortality with TT'S schedule is only marginally
significant in this region. Results based on Model 2 show that European patients
experienced a significant 1.29 times higher risk of all-cause death on Mondays (with
MWF schedule) and Tuesdays (with TTS schedule) when compared to the overall
average (p = 0.0004). Results from Model 3 show that, in Europe, all-cause mor-
tality risk was significantly 1.28 times higher on Mondays with MWF' schedule and

Tuesdays with TTS schedule compared to the overall average (p = 0.0005). The
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Table 4.2: Anslysis of DOPPS data: U.S. patients

Covariates B SE exp(B) p-value

Model 1

MWPF Schedule Patients

Sunday -0.14 0.07 0.87 0.030
Monday 0.34 0.05 141 < 0.0001
Tuesday 0.02 0.06 1.02 0.77
Wednesday 0.03 0.06 1.03 0.61
Thursday -0.22  0.08 0.81 0.004
Friday 0.04 0.07 1.04 0.53
Saturday -0.07 0.06 0.93 0.26
TTS Schedule Patients
Sunday -0.15 0.08 0.86 0.086
Monday 0.11 0.08 1.12 0.16
Tuesday 0.33 0.07 1.39 < 0.0001
Wednesday -0.19 0.08 0.83 0.027
Thursday -0.06 0.07 0.94 0.41
Friday -0.10 0.08 0.90 0.19
Saturday 0.05 0.08 1.05 0.54
Model 2
First 0.34 0.04 1.40 < 0.0001
Second -0.06 0.05 0.94 0.19
Third -0.008 0.05 0.99 0.86
Fourth -0.17  0.05 0.84 0.002
Fifth 0.04 0.05 1.04 0.41
Sixth -0.10 0.05 0.90 0.051
Seventh -0.03 0.05 0.97 0.49
Model 3
One -0.11  0.02 0.89 < 0.0001
Two 0.0005 0.02 1.00 0.98

Three 0.34 0.04 1.40 < 0.0001
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differences estimated by Models 2 and 3 are more significant than those from Model

1.

Corresponding results for Japanese patients are shown in Table 4.4. The Model
1 analysis shows that in Japan, compared to the overall average, all-cause mortality
was estimated to be 1.27 and 1.43 times higher on Mondays with MWEF' schedule
and Tuesdays with TTS schedule, respectively. These differences, however, are not
significant or only marginally significant in this region (p = 0.15 and p = 0.044,
respectively). The Model 2 analysis shows that Japanese patients experienced a
significant 1.34 times higher hazard of all-cause mortality on Mondays with MWF
schedule and Tuesdays with T'TS schedule compared with the overall average. The
difference here are more significant (p = 0.017) compared to the result of Model 1.
Model 3, as noted, emphasizes the time since last dialysis and we find that Japanese
patients had a 1.31 times higher hazard of all-cause mortality on Mondays with
MWF schedule and Tuesdays with TTS schedule compared to the overall average.
This result is also more significant (p = 0.027) compared to the corresponding result

from Model 1.

Our results from DOPPS with U.S., European, and Japanese patients from Models
1-3 indicate that in all three regions, HD patients have a higher hazard of all-cause
mortality on Mondays with MWEF schedule, or Tuesdays with TTS schedule. In
general, Model 1 does not fit the data as well as Models 2 and 3 for European and
Japanese patients since, in these regions, the Monday and Tuesday effects under
Model 1 may not be statistically significant; such effects may be highly significant
in Models 2 and 3. Results of Model 3 are consistent among all three regions, which

provide a good macroscopic view of the Monday/Tuesday effect; however, this model
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Covariates

8 SE

exp(p)

p-value

Model 1

MWPF Schedule Patients

Sunday -0.11 0.10 0.90 0.30
Monday 0.30 0.09 1.34 0.001
Tuesday 0.03 0.11 1.03 0.80
Wednesday -0.01 0.10 0.99 0.89
Thursday -0.19 0.10 0.83 0.067
Friday 0.02 0.10 1.02 0.87
Saturday -0.02  0.09 0.98 0.78
TTS Schedule Patients
Sunday -0.04 0.11 0.96 0.69
Monday -0.03 0.10 0.97 0.77
Tuesday 0.20 0.10 1.22 0.043
Wednesday 0.03 0.11 1.03 0.80
Thursday -0.20 0.12 0.82 0.097
Friday -0.22  0.11 0.80 0.052
Saturday 0.17 0.11 1.30 0.013
Model 2
First 0.25 0.07 1.29  0.0004
Second 0.03 0.08 1.03 0.75
Third -0.09 0.07 0.91 0.21
Fourth -0.21 0.08 0.81 0.007
Fifth 0.13 0.07 1.14 0.070
Sixth -0.04 0.06 0.96 0.58
Seventh -0.07  0.07 0.93 0.28
Model 3
One -0.07 0.03 0.93 0.026
Two 0.01 0.03 0.99 0.74
Three 0.25 0.07 1.28  0.0005
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Covariates

8 SE

exp(p)

p-value

Model 1

MWPF Schedule Patients

Sunday -0.09 0.18 0.92 0.63
Monday 0.23 0.16 1.27 0.15
Tuesday 0.09 0.22 1.09 0.69
Wednesday 0.005 0.17 1.01 0.98
Thursday -0.44 0.22 0.65 0.043
Friday 0.37 0.18 1.44 0.041
Saturday -0.17  0.20 0.84 0.39
TTS Schedule Patients
Sunday -0.46 0.23 0.63 0.057
Monday -0.38 0.23 0.68 0.095
Tuesday 0.36 0.18 1.43 0.044
Wednesday 0.19 0.17 1.21 0.27
Thursday 0.13 0.23 1.14 0.57
Friday -0.19 0.23 0.83 0.41
Saturday 0.36 0.20 1.43 0.075
Model 2
First 0.29 0.12 1.34 0.017
Second 0.13 0.14 1.14 0.34
Third 0.06 0.14 1.06 0.66
Fourth -0.32  0.16 0.73 0.055
Fifth 0.36 0.14 1.43 0.010
Sixth -0.29 0.15 0.75 0.056
Seventh -0.24 0.14 0.79 0.10
Model 3
One -0.15  0.07 0.86 0.023
Two 0.06 0.07 1.07 0.36
Three 0.27 0.12 1.31 0.027
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does not have enough precision. If the sample size is large and the event rate is high,

Model 1 would be preferred since it provides precise Monday/Tuesday effect.
Likelihood ratio tests indicate that, in each of the three regions, Model 1 is not

significantly better than Model 2. In addition, the difference between Models 2 and

3 is not significant, except in Japan.

4.4 Discussion

In this chapter, we investigated the association between Monday/Tuesday effect
on all-cause mortality and dialysis schedule. In practice, the analysis of such data
has been limited to crude death rate or logistic regression models. We used Cox
models with the covariate of interest serving as a time-dependent covariate. Three
models were fitted, distinguished by the covariate of interest: (i) day of the week
(ii) day of dialysis schedule (iii) days since last dialysis. With these models, one
gains a thorough understanding of the Monday /Tuesday effect on all-cause mortality.
Further, the Cox model appropriately accounts for right censoring, whereas other
methods (e.g., such as logistic regression) do not track such events accurately. In
particular, Green and Symons (1983) concluded that when the follow-up period is
long, the Cox model is superior to the logistic model because the Cox model explains
more variability of the data than logistic regression. In addition, Cox models with
time-dependent covariates can appropriately use the covariate information that varies
over time, whereas logistic regression can not gain such benefit easily.

If the sample size is large, Model 1 results in a more detailed Monday/Tuesday
effect on all-cause mortality than Model 2, and Model 2 has more precise Mon-
day/Tuesday effect on all-cause mortality than Model 3. However, if the sample size

is small and the event rate is low, inferences drawn from Model 1 are subject to
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substantially more uncertainty than Model 2, and Model 2 leads to more unreliable
conclusions than Model 3. Therefore, the choice between Models 1-3 depends on
the sample size and the precision of the conclusion one intends to gain. In addition,
Models 2 and 3 provide an overall insight of the Monday/Tuesday effect on all-cause
mortality and make the comparison of the three regions easily. The commonality
among the three regions is more pronounced in Model 3 than in Model 2. Though
results from Model 2 contains more information than those from Model 3, the likeli-
hood ratio tests show that Model 2 is not significantly better than Model 3 except in
Japan. If one needs to get even more detailed Monday/Tuesday effect on all-cause
mortality, Model 1 can be used; however, the difference between Models 1 and 2 is
not significant in the three regions.

With Models 1-3, our results indicate that in all three regions (U.S., Europe, and
Japan), HD patients have a higher hazard of all-cause mortality on Mondays with
MWEF schedule, or Tuesdays with T'TS schedule. This implies that there may be an
advantage to a more frequent dialysis schedule in these regions.

In summary, we believe that the time-dependent Cox model provides a useful
methodology for estimating the association between the Monday/Tuesday effect on
all-cause mortality and dialysis schedule. Our results imply that there may be an
advantage to a more frequent dialysis schedule in the U.S., Europe and Japan.

The proposed methods are based on a proportional hazards model. However,
in certain situations, the proportional hazards model may not be appropriate. The
accelerated failure time (AFT) model is an alternative method and may be appealing
since the parameters can be interpreted easily. Such a model with an external time-

dependent covariate that rotates regularly would be worth investigating.



CHAPTER V

Conclusion

This dissertation proposes three novel statistical methods for analyzing failure
time data, targeting four important issues that frequently arise in observational data:
(i) study subjects are clustered, (ii) subjects are sampled in a manner which explicitly
depends on the outcome (e.g., death, illness), (iii) subjects are censored in a manner
independent of the failure rate, and (iv) covariate of interest is an external time-
dependent covariate that rotates regularly. Chapter II proposes methods that are
based on estimating equations for case-cohort designs for clustered failure time data.
Chapter III considers the setting with outcome-dependent sampling and dependent
censoring. Chapter IV estimates the effect of an external time-dependent covariate
under a proportional regression model.

Under a marginal hazards model, the methods in Chapter II feature tractable
asymptotic derivations. The risk set includes not only subcohort members in the
case-cohort design, but future failures outside the subcohort, resulting in potentially
increased efficiency relative to some existing methods. Chapter III employs a novel
double-inverse-weighting scheme which combines weights corresponding to the prob-
ability of remaining uncensored and the probability of being sampled. Chapter IV

performs a comprehensive investigation of the association between the day-of-week-
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specific death rates and the dialysis schedule in the U.S.; several European countries
and Japan. The covariate of interest is an external time-dependent covariate that
rotates regularly.

The methods developed in Chapters II-IV were motivated by real research ques-
tions regarding mortality on dialysis among end-stage renal disease patients and
wait-list mortality among patients with end-stage liver disease. Hence, the contribu-
tion of this research is both clinical and statistical. Each method proposed in this
dissertation was applied to a real medical research question. In Chapter II, by apply-
ing the proposed methods to a study of mortality among Canadian dialysis patients,
we found that Canadian HD patients appear to be at an increased risk of CVD death
on Monday and Tuesday. In Chapter III, the proposed methods were applied to end-
stage liver disease data. We observed that MELD score group of [14, 15] is consistent
with HCC wait-list mortality. Therefore, the current MELD exception score of 22
assigned to HCC patients overstates the true wait-list mortality. In Chapter IV, we
studied the association between day-of-week-specific mortality and dialysis schedule
for DOPPS patients from the U.S., European countries and Japan. We found that
in the three regions, HD patients have a higher hazard of all-cause mortality on
Mondays with MWF schedule, or Tuesdays with T'TS schedule.

Several possible extensions to the methods proposed in this dissertation may be
worth consideration. For example, the methods in Chapter II are under a marginal
proportional hazards model. A proportional hazards frailty model combined with
maximum likelihood estimation would be valuable. The performance of the proposed
methods in Chapter I1I may be poor when the dependent censoring rate is very high,
implying that future studies of data with heavy dependent censoring would be worth

investigating.
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APPENDIX A

Proof of Theorems and addition simulation studies in
Chapter II

A.1 Proof of Theorem 1
Evaluated at the true values, the estimating function is given by

<
0im =323 [ {200 S0 .

i=1 j=1 (ﬁ07p07u>
By some simple algebra, we have

n_1/2U(,6',p0 _ 1/222/ {Z,;(u) —e(B,u)} dN;;(u)

a1
_n1// {m
0 (,6 Do, u )
% e(ﬂ,m} {dN(u) — dF(u)}.

1)
_nl// {S
/8 Po, U

By a functional Taylor expansion of g(l)(ﬁ, Do, U) /§(0) (B, po, u) with respect to

e(B, )} F(u)

g(l)(ﬁ,po,u) and g(o)(ﬁ,po,u) around p~'sM (B, u) and p~'s©(3,u), respectively,
combined with Conditions (d), (e) and the fact that n'/? {N(u) — F(u)} converges

in distribution to a zero-mean Gaussian process, n~"/ 2U (B, po) can be written as

1/22121/ {ZU ) —e(B, )}dNZJ( )

7 [TS 3 (2 - (B} Vi) 5

=1 j=1
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x {po 5y 4+ L0 5Z-j)HZ-HZ-j} {%s@(ﬁ,u)}_ dF (u)

Nl o
+op(1)
- -WZZ/ [Z35(u) - e(B, u)} dNy(u)
ey ZUZI{ZU B )} 6y ¥ige 7
(A1) « {;s@(g,u)} dF (u)
n? no/n/ZZ{zm ) = e(B,u)} (1= 0, L Yige® 7
(A.2) X {;s(o)(ﬂ,u)}_ dF(u) 4 0,(1),

followling a parallel setting described by van der Vaart and Wellner (1996) (example

2.11.16 on p.215). By another functional Taylor expansion, we get

Po 1 1 N1
= — = — — 1
Ni/n 1 p?po ( n Mpo) o)
1—po 1 1 {no
= - — — (1 —p }+0 1),

such that (A.1) can be written as

S 5 g
30 [0 - el ) 2y 5

=1 j=1

X {%w(ﬁ,u)}_ldﬁ"(u)
+n /2 (— —upo) ZZ/ {Zij(u) —e(B, )} O Y j(w)e? 7t

i=1 j=1

X {%sm)(g,u)}_l dF (u) + 0,(1).

It is easy to show that
D008 0y — ko

N
-1/2 (21 — o —1/2 j=1"u
n ( " MPO) n E 0

i=1

(A.3) = _1/2ZGlz Po),



71

where G;(p) is as defined in Theorem 1, and that

ZZ [ 1200 - ey Ly = Lo} arw
ZZ/ {Zij(u) — e(8,u)} lpoézmxu)eﬁ%(“{is%,w}_lmu)
—ZZ |zt - e85, <u>eﬁTZij<u>{%s%,u)}_l

xd{N ) — F(u)}

i=1 j=1

(A4) X Z Z del + 0p )

k=1 =1

Combining (A.3), (A.4) and using the fact that (A.4) converges in probability to

D(3), (A.1) can be written as

1/222/ {Zij(u) —e(B,u)} 5me( Je? 2! ){i ()(ﬁ’m}_l

=1 j=1

x dF(u) + Dy(8) x n~'/? Z Ghi(po) + 0,(1).

Similarly, we can show that (A.2) can be written as

n-1/2 1 TZ:i(u
/ ZZ | (250 = eB.)} 51— 3)Viu)e 2
X {%5(0) (8, u)} dF (u) + Dy(8) % n~1/? Z Gai(po) + 0p(1).

Therefore, it follows that

n~2U (B, po)

_ 1/222/ {Zi5(u) - e(B,w)} dNy(u)

11]1

=1 j=1
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-1
<Y 20 {10, 0 b ar

+Dy(8) x n~/? Z Gri(po) + Ds(B) x n~'/? Z G2i(po) + 0p(1)
=1

=1

= n 12 Z Wi(B,p0) + 0,(1),
i=1

with W;(3, p) as defined in Theorem 1.

The quantity W (8, po) can be written as
ﬁ07p0 Z/ {Zz] —€ /807 )}dMZ]( )

+z/{% (B0} (1= 65)(1 =~ Hily Vi (w)

« e,@o Z;;(u) )\O(u)du + Dl(ﬁo)Gli(po) + D2(50)G2i(p0)7

where M;;(t) = N;;(t) — fg Y;j(u)eﬂgzij(“))\o(u)du is a mean-zero process.
Note that £{1 — (v0)'H;H;;} = 0, E {dM;;(u)} = 0, E{G1i(po)} = 0 and € {Ga2:(po)}
= 0, such that E{W(By,p0)} =0, for i = 1,...,n. Hence under the assumed con-
ditions, asymptotically, {W (8, po)}.—, are independent and identically distributed
random quantities with mean zero and finite variance, £ {W (8, po)®*}. By the

Multivariate Central Limit Theorem (MCLT), n=Y2U (B, po) L2y N (0,%(By, p0)),

where 3(3,, po) is defined in Theorem 1.

A.2 Proof of Theorem 2
To prove the consistency of 3,, we use the Inverse Function Theorem (Foutz (1977))

by verifying the following conditions:
(i) OU (B, py)/0B" exists and is continuous in an open neighborhood B of 3,.

(ii) —n~'OU (B, po)/0B" | g, 18 positive definite with probability 1 as n — oco.
—Fo
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(iii) —n~'OU (B, py)/0B" converges in probability to a fixed function, A(3), uni-

formly in an open neighborhood B of 3,,.
(iv) Asymptotic unbiasedness of the estimating function: —n~'U (8, po) 0.

Conditions (i), (ii) and (iii) follow from Conditions (d), (e), (f) and (g). Using
the result in the proof of Theorem 1, n='U (3, po) L0 by Chebyshev’s inequality.
Then, Condition (iv) holds under the assumed model. Having now verified conditions

(i) to (iv), we conclude that ,CAS't converges in probability to 3.

A.3 Proof of Theorem 3
Here we prove results for ,[A"J’S only, since results for ,CA"Iw can be proved similarly. By a
Taylor expansion of the score function U(Z‘]S, Ds) with respect to B and around S,

and by a Taylor expansion of U (3, ps) with respect to p around py,

nVUB, P = n V2U(By, 1) — A(B,, be) n'(B, — By)

nY2U(By,p) = n Y2U(By, po) + B(By,p.) n'*(Bs — po),

where 3, is on the line segment between BS and B, p. is on the line segment between

ps and pg, and

~ 0
A(ﬁap) = _nilﬁU(ﬁazﬁ

noom; ar 5(2) g(l) ®2
_ n—lZZ/O 2 (ﬁapau) . {_ (,B,p,U)} dNZ](U)
D, U

0
i=1 j=1 S( )(ﬂapa U)

BBy = n'LU@B.p)

nm; (&)
Y| {f (Bpw) 05005

58, p,u)2 9P
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Since B, —— B, and |8, — Byl < 1B, — Bol, B. — B, Using the fact that

Ps — po, Condition (e) and continuity,

Ap.) S [ {5 gy | ar

= A(By)

Since P, £, po and ||p. — pol| < ||Ps — pol|, we obtain that p, £, po. We can express

RY(B, p, u) as follows,

0 —(d
ROB,p.w) = 5-5"(B.p.)
P
A (1 1 Ty (w
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i=1 j=1
1 B n m; —_
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such that
1
RD(By, po, u) BRI p_g{511}/11(u)€ﬁ0TZ11(U)Z11(u>®d}
0
1
{0 Y 02y, )
- MO
= r(d)(ﬁmu)'

Then, by continuous mapping,

~ T (1) 1
B(By,p.) — /O {%T(O)(ﬁoau)—WT(D(ﬁoau)}dF(u)

= B(By).
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Using the fact that

N Doic gy HiHi 04
Ps —Po = Zz 127711 HH — Do
Zz 12:7ﬂZ HH( pO)
Zz 1Zmz HH

,121 1 2y Hil5(855 — po)
Zz 12  HiHy/n ’

it follows that

n_1/22z lzmz H;H;; ( pO)
m@

172 Z {,W ZHHU (dij — po)} + 0,(1)

= p /2 Z Qi(po) + 0p(1).

n'?(Ps — po) +0p(1)

Note that € {H;H,;(0;j — po)} = 0, such that € {Qi(po)} = 0. Therefore,

n VU (By,ps) = n /2 Z {Wi(Bo, po) + B(By)Qi(po) } + 0,(1)

n71/2 Z lpi(ﬁmpO) + Op(l)a

=1

where v,(3,p) is as defined in Theorem 3.

Since & {1;(By, o)} = 0, by the MCLT,
= PU By, Pi) = N (0,92(8y))
where Q(8,) = € {v,(8Bg, po)®*}. We then have
n'(B, — By) = A(B..5.) " x n” U By, ),
since U(,@S,ﬁs) = 0. Note that A(3,,p) AN A(B,). Therefore by Slutsky’s Theo-

rem, nl/Q(,@s - By) PN (0, A(By) " 1Q2(By)A(By) 1), completing the proof.

A .4 Covariance Matrix Estimators

We now describe he consistent estimates of the covariance matrices in Theorems
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2 and 3. Let ¥ = n~ 'Y " | H;, and 0 = S Z;Zl H;H;;/ > " Hm;. The co-
variance matrices A(By) ' X(Bq, po)A(By) ' and A(B,)'Q.(8y)A(B,) "' can be

consistently estimated by ﬁ(ﬁt,po)_li(,@t,po)ﬁ(,@t,po)_l and ﬁ(ﬁa,ﬁa)_lﬁa(,@a)

A~ A~ ~

XA(IBaaﬁa)ila respectively, where i(,@t,po) - nil Z?:l ﬁ\/i(ﬁnp()) (la

~ ~a -~

and

Wi(B.p) = {Z;(X;)—EB,p, X >}

SN
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578, p, X,y)? 598, x)
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and R (3, p,u) is as defined in (A.5).

A.5 Proof of Theorem 4

-~

We can decompose a,(t) = A (,CA"J' t) — Ao(t) into three parts, a,(t) = a1.,(t) +

) =
S ; (B Pa) ¥ (Bas ) = WilBa, D)+ BB, 5) Q¢ (Ba), WilB,. ) = 3 Wi (Ba, B)
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2. (t) + a3 (t), where

~

CVl:n(t) = AO(Baﬁat)_KO(Bapmt)
C“Q:n(t> = KO(BaPOat)_KO(/BmpOat)

(AG) CVS:n(t> = ]\\O(ﬁmpoa t) - Ao(t>

Taking a Taylor expansion of aq.,(t),

aKO(IBap7 t)

C“l:n(t> = ap

X (D — po)

P=P=*

t 1 0 —(0) ,~ — =
= —/ ?8—5(0)(@% u)dN (u) X (P —po)
0 ILLS (ﬂ7p7 u)2 p P=Dx

" RO A, o) — N
0 uS" (B, pesu)?

where p, lies between p and py, and R (3, p, u) is as defined in (A.5). Under assump-

tions (a)-(g), 5 (B,p,u), RO(B,p,u) and N(u) are all bounded and 5 (B,p,u) is
bounded away from 0. Using the fact that p converges in probability to p, implies
that cn(t) — 0.

With respect to the second term of (A.6), applying a Taylor expansion,

T aKO(ﬁ7p07 t)

OéQ:n(t) = (B—ﬁo) o3

B=B.
R t §(1) Do, o
= —(B-8y)" / _(0)(6 Po. ) AN (u)
0 ,LLS (ﬂ,p(),U)Q B=p,
_ _(B . /BO)T E(ﬁ*apmu) dN(U),

—©
0 IU/S( )(ﬁ*ap(h u)
where 3, lies between ,CA"I and B3,. Since E(3, py,u) and N(u) are bounded, 5 (B, po, u)

is bounded away from 0, and ,CA"I N By, it follows that ag.,(t) L.
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Now, considering the last term in (A.6),

Q3. = t dﬁ(u) — t)\o u)du
S.n(t> /0 ug(o)(ﬂojpoju) /0 ( )
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Since {ug(o) (B, Po, u)}_l —SO(By, u) L5 0, with F(u) bounded, S©(8,, u) L,
s (By,u), which is bounded away from 0, and since fg dM(u) = n~' Y00 3
f(f dM;;(u) Ly 0fort e 0, 7], it follows that ., (t) 5 0. Combining results for
a1 (t), aan(t) and as.,(t), it follows that /A\O(B,ﬁ, t) LN Ao(t).

With respect to convergence to a Gaussian process, note that, by the consistency

of ,/C;', ps and Lemma 1 in the Appendix in Lin et al. (2000), —ft R(O)(,@,p*,u)

—(0) ~ -1
X {MS( )(ﬂ,p*,W} dN(u) = k(Bg:po.t), where k(B,p,t) = — [o ur® (B, p, u)
/sO(B,u)dAg(u). Tt then follows that
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h(By, po, t) fo (Bo, 1)/ (B, u)dF(u). We then have that
0205, = hT(By.po.t) n/*(B — Bo) + 0,(1)
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_ nl/i";hT(ﬁo,po,wA(ﬁo)1¢i<ﬁo,po>+op<1>.

Considering n'/%as.,,

¢ 1 1
n?ag, = n1/2/ - dF (u)
o | uS5”(Bo,po,u) 5 (Bo:w)

K 1
+n1/2/0 Wdi\/l(u) + 0,(1)

— pl/? t 1 - 1 dF
! /O{Mg(o)(ﬁo,po,) 508 | 11

n~4? ” i(w) +o .
S5 [ ot + o)

=1 j=1
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It then follows that
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where

m; t 1
Vi(Bo, pos t) = /7dMi'U
( 0> 0 ) ; o S(O)(,BO,U) ]()
+i/t ! {1 b 1(1 6,V H;H }Y B Z15(w)
o Jo sOBg,u 77T e

X dF(u).

Combining the above results, one obtains n'/? {ZA\O(B,Z/)\, t) — Ao(t)} =n"12x

S 6By, s )0y (1), where 6,(8, p, ) = (B, p, Qi (p)-+h” (B, p, ) A(B) ,(8, )
+9;(B, p,t). It then follows from the MCLT that n'/? {_/A\O (,CA"I, p,t) — Ao(t)} converges
to a multivariate normal with mean zero and covariance function at (s,t) given by
E{D1(By, po, s)P1(By, po, t)}. Using similar arguments to Spiekerman et al. (1998),
tightness can be verified. Therefore, by the Functional Central Limit Theorem (Pol-
lard (1990)), n'/? {/A\O(B,ﬁ, t) — Ao(t)} converges to a Gaussian process with mean

zero and covariance function at (s, t) given by € {¢1(8g, po, s)1(Bg; Po, 1)}

A.6 Derivation of Equation (3)

Let Z(u) = {Z(s) : 0 < s < u}. BEquation (3) of the chapter can be derived as follows:

E{Z(u)| X =u,d =1}
_ /. [ X=u,5=1/3(w) .
- / (u )ffX u,d=1/3( u)szu)dFZ(U)
[ 2(w) Xo(u)e? ZWP(T > u| Z(u)) P(C > u| Z(u))dFx)
JAo(w)eP 2O P(T > u| Z(u)) P(C > u| Z(u))d Fx)
J 2(u) e FOE LY (u)| Z(u)} dFx)
fe/BT E{Y ‘Z( )}sz(u
S{Y( V7 () A }
E {Y (u) ﬂTZ(“)}

A.7 Extension of proposed methods to a stratified model

Let Vj; denote the stratum for subject (i, 75) and set V;j, = [ {Vi; =k}, k=1,... K,
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where there are K mutually exclusive strata. If subject (7,7) is in the kth stratum,

the marginal hazard of failure is specified as
(A.7) Nij(H Vijr = 1) = AOk(t)eﬂgZij(t)’

where Ao (+) is an unspecified stratum-specific baseline hazard function. Under model
(A7), let pox = Pr(d;; =1|Vij = k) for k =1,..., K and set py = (po1,-- -, Por)"
Let Ny, = >0, Z 1 Viirdi; be the total number of failures in stratum £ in the
full cohort and let ng, = > -, Z;nzl Vijr(1 — 0;5)H;H;; be the total number of non-
failures in stratum k in the subcohort. We assume that {N;;(-), Y;;(+), Z;(+), Vij, m
j=1,...,m;},i=1,...,nareindependent and identically distributed, and for each
k, let m, = Z;nzl Vijk, and E[mi] = g
The parameter 3, can be estimated by Zi’, the solution to ﬁ(ﬁ, p) = 0, where

U(8,p) = ZZZ/ {2 () ~ Bu(B.pi. )} AN ()

k=1 =1 j=1
. o =1 (0) @ n m;
with Ek(ﬁapkau) = Sk (/Bapkau>/sk; (/Bapkau>7 Sk (/Bapkau) = Zizl Zj:l V;jkx
[N pkdi; + ngt (1= pe) (1 — 63) Hi Hyg] Yij(w)eP 25 Z5(w)® for d = 0,1,2. We
can estimate por by the subcohort case percentage in stratum k, pgs, or by the full
cohort case percentage in stratum k, P, or pog itself if it is known. Let ﬁs, Ew and Et
be the solutions of corresponding estimating equations, respectively. The cumulative
baseline hazard function, Agg (%) fo Aok (u)du, can be estimated by AOk(t ﬁ k),

where

ﬁkS(O) (/37 Pk, U) 7

Aow(t; B, pr) = /
0

with Ny(u) =n=1>" Z 1 VigeNij (u).

To establish the asymptotic properties of Bt, BS and Bw, we need to modify

Conditions (a), (e), (f) and (g) as follows:
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(a") {Ny;(-),Yi;(4), Zi;(-), Vij,m; : 5 =1,...,m;},i=1,...,nareindependently and

identically distributed.

~(d
(¢/) For each k, sup HS,(C )(B,pk, u) — u,;ls,gd) (B, u)l L5 0for d=0,1,2, where
u€l0,7],8€B
sgj) (B,u) is an absolutely continuous function of 8 € B and uniformly in u €

(0, 7], and S;CO) (B,u) is bounded away from zero, k=1,..., K.

2
(F) 18y = S5, J7 |28, >/s§§”<ﬁo,u>— {000/ 000} ]
X dF}.(u) is positive definite, where Fj(u) =& {N/y€ }

(g") Aor(T) < oo for each k, and Agx(t) is absolutely continuous for ¢ € (0, 7].

Conditions (V'), (¢), and (d’) are the same as (b), (¢), and (d) respectively.

Theorem A.7.1: Under conditions (a') — (¢'), Bt converges in probability to
By, and n1/2(,5t — By) converges in distribution to a mean zero Normal with co-
variance matriz T(8,)"u(Bo, po) T(8,) ", where (B, po) = £ (W1 (B, 1)},
W.(8,p) = Zszl Wi(B,pk), and Wi (B, px) is the same as W (3, p) except that
W i(B, pr) is calculated within stratum k.

Theorem A.7.2: Under conditions (') —(g'), both B, and B,, converge in proba-
bility to By, and each of n*%(B,—B,) and n*%(B,,—B,) is asymptotically a zero-mean
Normal with covariance matriz I(B,) 'Q(8y, po)I(By) ™! and I(By) '2,(8y, o) X
I(By)~", respectively, where fora = s and w, (B, po) = € {#1(Bo, Po)}, ¥1(B, p) =
Wi (B.p) + o {Br(B)Q(P)}, Qip) = ()™ Y72, Vi HiHiy (05 — b

Zk< ) = pit S Vi (0 = pe), Bu(B) = [y {s(B.0) x1i” (8,u) /5" (8,u)~

2 (8,w)/5 (B,w) | dFy(w), with

(B = 5t {8V 700 2405 Vi, = 1)

—(1—pp) '€ { (1- 5z‘j)Yz‘j(U)BBTZ”(U)Z@(U)M‘ Vijk = 1} :



Table A.1: Simulation results to evaluate the estimate of 8y with a continuous covariate based on

1000 replications.
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Design & Bo = log(0.5)

Method Bias ESD ASE ARE CP
FC -0.002 0.033 0.034 1.000 0.947
A SC -0.002 0.042 0.044 0.597 0.955
wC -0.003 0.041 0.042 0.655 0.943
T -0.002 0.037 0.038 0.801 0.935
LS -0.005 0.057 0.057 0.356 0.957
B SC -0.003 0.049 0.048 0.502 0.940
wWC -0.004 0.046 0.045 0.571 0.923
T -0.004 0.044 0.041 0.688 0.916
LS -0.006 0.066 0.063 0.291 0.939
Cc SsC -0.003 0.046 0.046 0.546 0.944
WC -0.004 0.043 0.043 0.625 0.939
T -0.003 0.040 0.040 0.723 0.937
LS -0.008 0.061 0.060 0.321 0.944

Estimate of By from 5 methods with a continuous covariate: Method FC = full cohort analysis; SC = estimating
po using the subcohort, ps; WC = estimating po using whole cohort, py; T = using true value, pg; LS = Lu and
Shih (2006) estimator.

100 clusters, m; follows a Bin(50,0.8) distribution, =0.8, Ag=1, censoring time C=1, f=log(0.5), Z follows a N(0,1)
distribution. The number of individuals in the subcohort is ns = 800.

The proofs of Theorems A.7.1 and A.7.2 are very similar to those of Theorems 2
and 3, respectively. The asymptotic properties of KOk(B, Pk, t) and the derivations

thereof are analogous to those of Ko(B,ﬁ, t).

A.8 Additional simulation results
Table A.1 gives some results with a continuous covariate. The proposed methods
appear to perform well.

In the chapter, we considered o = 0.8, which corresponds to Kendall’s 7 of 0.2
for weak intracluster association. Here we conducted some simulation studies with
a = 0.5, which leads to Kendall’s 7 of 0.5 for fairly strong intracluster association.
(Table A.2). The proposed methods still perform well, at least in the examples we
considered.

We conducted some simulation studies with smaller number of clusters, smaller

number of subjects within clusters, and smaller subcohort size. Table A.3 summa-
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Table A.2: Simulation results with oo = 0.5 based on 1000 replications.

Design & Z ~ Bernoulli(0.5) Z ~ N(0,1)

Method Bias ESD ASE ARE CP Bias ESD ASE ARE CP
FC -0.004 0.068 0.070 1.000 0.949 -0.003 0.049 0.049 1.000 0.949
A SC -0.003 0.094 0.093 0.567 0.946 -0.002 0.057 0.057 0.739 0.947
WC -0.004 0.093 0.092 0.579 0.950 -0.003 0.056 0.055 0.794 0.944
T -0.006 0.090 0.089 0.619 0.947 -0.003 0.0563 0.0561 0.923 0.939
LS -0.005 0.099 0.099 0.500 0.948 -0.004 0.067 0.067 0.535 0.954

B SC -0.001 0.102 0.102 0471 0.937 -0.007 0.066 0.066 0.551 0.941
WwC -0.006 0.109 0.108 0.420 0.928 -0.009 0.063 0.064 0.586 0.936
T -0.008 0.107 0.105 0.444 0.923 -0.010 0.061 0.059 0.690 0.924

LS -0.007 0.106 0.107 0.428 0.954 -0.013 0.085 0.083 0.349 0.935
C SC -0.005 0.098 0.097 0.521 0.929 -0.002 0.061 0.060 0.667 0.937
WC -0.008 0.100 0.099 0.500 0.942 -0.003 0.060 0.059 0.690 0.936
T -0.011  0.098 0.095 0.543 0.925 -0.003 0.056 0.055 0.794 0.930
LS -0.007 0.104 0.103 0.462 0.946 -0.010 0.076 0.074 0.438 0.943

Estimate of By from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;
WC = estimating po using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.
100 clusters, m; follows a Bin(50,0.8) distribution, a=0.5, Ao=1, censoring time C=1, f=log(0.5), Z follows either
a Bernoulli(0.5) distribution or a N(0,1) distribution. The number of individuals in the subcohort is ns = 800.

rized these results. This illustrates that the proposed method generally works well,
though there is some slight under-coverage for Designs B and C, which is reduced as
the number of clusters increases.

We also did some simulation studies with smaller marginal event rate of py = 0.03
(Table A.4). The results display that even when the event rate is small, BS still
performs well.

Next, we examined the stratified method proposed in Section (A.7). As shown in
Table A.5, the proposed stratified method appears to perform well with a reasonable
small number of strata.

The results in Table A.6 show that the efficiency gain of the proposed method
over that of Lu and Shih (2006) is more obvious when the covariate is cluster-specific.

Next, the performance of an inverse sampling probability weighted (ISPW) esti-
mator and the proposed estimator were compared through simulation (Table A.7).

The ISPW method used the true sampling probability, while the methods proposed



Table A.3: Simulation results to evaluate the performance of the proposed method with a smaller
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number of clusters and a smaller cluster size based on 1000 replications.

Design & Z ~ Bernoulli(0.5) Z ~ N(0,1)

Method Bias ESD ASE ARE CP Bias ESD ASE ARE CP
FC -0.005 0.099 0.098 1.000 0.938 -0.006 0.055 0.056 1.000 0.950

A SC -0.009 0.161 0.159 0.380 0.943 -0.006 0.077 0.079 0.502 0.951
WC -0.009 0.158 0.158 0.385 0.940 -0.007 0.074 0.075 0.558 0.947
T -0.010 0.156 0.155 0.400 0.938 -0.006 0.070 0.070 0.640 0.933
LS -0.013 0.175 0.173 0.321 0.940 -0.015 0.107 0.108 0.269 0.947

B SC -0.003 0.166 0.155 0.400 0.923 -0.009 0.084 0.081 0.478 0.921
WwC -0.006 0.172 0.156 0.395 0.907 -0.012 0.082 0.076 0.543 0.912
T -0.007 0.169 0.153 0.410 0.900 -0.011  0.077 0.071 0.622 0.899
LS -0.008 0.185 0.172 0.325 0.929 -0.028 0.127 0.111 0.255 0.910
C SC -0.014 0.166 0.156 0.395 0.920 -0.005 0.086 0.079 0.502 0.924
WwC -0.014 0.168 0.156 0.395 0.913 -0.008 0.079 0.075 0.558 0.929
T -0.015 0.165 0.1563 0.410 0.911 -0.007 0.075 0.070 0.640 0.918
LS -0.013 0.185 0.170 0.332 0.909 -0.021 0.120 0.109 0.264 0.924

Estimate of By from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;
WC = estimating po using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.
50 clusters, m; follows a Bin(25,0.8) distribution, a=0.8, A\g=1, censoring time C=1, S=log(0.5), Z follows either a
Bernoulli(0.5) distribution or a N(0,1) distribution. The number of individuals in the subcohort is ns = 200.

Table A.4: Simulation results with pg = 0.03 based on 1000 replications.

Design & Z ~ Bernoulli(0.5) Z ~ N(0,1)

Method Bias ESD ASE ARE CP Bias ESD ASE ARE CP
FC -0.041 0.242 0.214 1.000 0.909 -0.017 0.139 0.116 1.000 0.867
A SC -0.043 0.248 0.224 0.913 0.903 -0.023 0.1563 0.128 0.821 0.883
wC -0.042 0.248 0.224 0913 0.902 -0.023 0.153 0.128 0.821 0.885
T -0.042 0.247 0.223 0.921 0.903 -0.022 0.149 0.125 0.861 0.884

LS -0.042 0.249 0.224 0.913 0.901 -0.024 0.1563 0.128 0.821 0.885

B SC -0.041 0.248 0.223 0921 0.919 -0.021 0.150 0.126 0.848 0.885
WC -0.041 0.249 0.224 0913 0.920 -0.021 0.150 0.127 0.834 0.889

T -0.041 0.247 0.223 0.921 0.920 -0.021 0.147 0.125 0.861 0.891
LS -0.042 0.249 0.224 0.913 0.919 -0.022 0.151 0.128 0.821 0.888
C SC -0.042 0.250 0.224 0.913 0.920 -0.023 0.150 0.127 0.834 0.886
WC -0.042 0.250 0.224 0.913 0.919 -0.024 0.150 0.127 0.834 0.886
T -0.042 0.248 0.223 0921 0.920 -0.023 0.147 0.125 0.861 0.886
LS -0.042 0.250 0.224 0913 0.919 -0.024 0.150 0.128 0.821 0.890

Estimate of 8o from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;
WC = estimating po using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.
100 clusters, m; follows a Bin(50,0.8) distribution, &=0.8, censoring time C=1, =log(0.5), A\0=0.04 when Z follows
a Bernoulli(0.5) distribution, Ag=0.0025 when Z follows a N(0,1) distribution, the marginal event rate is pg = 0.03.
The number of individuals in the subcohort is ns = 800.
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Table A.5: Simulation results to evaluate the performance of the proposed stratified methods based
on 1000 replications.

Design & Z ~ Bernoulli(0.5) Z ~ N(0,1)

Method Bias ESD ASE ARE CP Bias ESD ASE ARE CP
FC -0.014 0.110 0.104 1.000 0.929 -0.004 0.055 0.054 1.000 0.932
A SC -0.011  0.133 0.124 0.703 0.924 -0.006 0.068 0.068 0.631 0.944
wC -0.012 0.134 0.124 0.703 0.922 -0.006 0.068 0.067 0.650 0.940
T -0.011 0.132 0.122 0.727 0.926 -0.005 0.063 0.063 0.735 0.944
LS -0.011  0.135 0.125 0.692 0.926 -0.008 0.074 0.072 0.563 0.937
B SC -0.016 0.133 0.124 0.703 0.925 -0.006 0.069 0.069 0.612 0.943
WwC -0.016 0.134 0.125 0.692 0.927 -0.007 0.069 0.069 0.612 0.938

T -0.016 0.132 0.123 0.715 0.929 -0.006 0.065 0.065 0.690 0.941
LS -0.016 0.134 0.125 0.692 0.930 -0.007 0.073 0.074 0.533 0.948
C SC -0.013 0.131 0.124 0.703 0.926 -0.004 0.071 0.068 0.631 0.936
WwC -0.013 0.131 0.125 0.692 0.929 -0.003 0.070 0.068 0.631 0.930

T -0.013 0.129 0.123 0.715 0.930 -0.002 0.065 0.064 0.712 0.932
LS -0.014 0.131 0.126 0.681 0.927 -0.004 0.077 0.072 0.563 0.930

Estimate of By from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;
WC = estimating po using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.
100 clusters, m; follows a Bin(50,0.8) distribution, a=0.8, censoring time C=1, B=log(0.5), Z follows either a
Bernoulli(0.5) distribution or a N(0,1) distribution, Z2 ~ U(0, 1), stratum k=1,2 or 3 if Z5 < 0.33,0.33 < Z2 < 0.67
or Zz > 0.67, respectively. A\gr=0.1xk, for k=1,2,3. The number of individuals in the subcohort is ns = 800.

Table A.6: Simulation results with a cluster-level covariate based on 1000 replications.

Design & Bo = log(0.5) Bo=0

Method Bias ESD ASE ARE CP Bias ESD ASE ARE CP
FC 0.000  0.145 0.147 1.000 0.939 0.002 0.126 0.127 1.000 0.940

A SC 0.002 0.160 0.159 0.855 0.944 0.003 0.141 0.141 0.811 0.951
WC 0.002 0.160 0.159 0.855 0.946 0.003 0.141 0.141 0.811 0.952

T 0.001  0.159 0.157 0.877 0.948 0.003 0.141 0.141 0.811 0.952
LS 0.000 0.163 0.163 0.813 0.949 0.002 0.147 0.146 0.757 0.948
B SC 0.008 0.365 0.350 0.176 0.947 0.005 0.315 0.302 0.177 0.944
WwC 0.013 0.353 0.334 0.194 0.934 0.005 0.315 0.300 0.179 0.929
T 0.013 0.353 0.333 0.195 0.934 0.005 0.315 0.300 0.179 0.930

LS 0.015 0.483 0.465 0.100 0.962 0.019 0483 0.463 0.075 0.962
C SC -0.003 0.253 0.247 0.354 0.936 -0.001 0.222 0.215 0.349 0.937
WC 0.001 0.246 0.240 0.375 0.934 -0.001 0.222 0.215 0.349 0.938
T 0.000 0.246 0.238 0.381 0.935 -0.001 0.222 0.215 0.349 0.939
LS -0.004 0.313 0.306 0.231 0.944 -0.002 0.306 0.299 0.180 0.949

Estimate of Bp from 5 methods: Method FC = full cohort analysis; SC = estimating po using the subcohort, ps;

WC = estimating pg using whole cohort, pw; T = using true value, po; LS = Lu and Shih (2006) estimator.

100 clusters, m; follows a Bin(50,0.8) distribution, a=0.8, A\o=1, censoring time C=1, B=log(0.5), Z follows a

Bernoulli(0.5) distribution. The number of individuals in the subcohort is ns = 800.



Table A.7: Simulation results to compare the proposed methods with the ISPW and SRS methods

based on 1000 replications.
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WC
Design  FC BER SRS BER SRS BER SRS ISPW
Z ~ Ber(0.5)
A 0.053 0.083 0.083 0.082 0.084 0.080 0.082 0.083
B 0.053 0.083 0.083 0.086  0.086 0.084 0.084 0.088
C 0.053 0.084 0.083 0.083 0.084 0.082  0.082 0.085
Z ~ N(0,1)
A 0.033 0.042 0.042 0.041 0.041 0.037 0.038 0.042
B 0.033 0.049 0.049 0.046  0.045 0.044 0.042 0.061
C 0.033 0.046 0.046 0.043 0.043 0.040 0.039 0.050

Empirical standard deviation of the estimate of Sy from following methods: Method FC = full cohort analysis;
SC = estimating po using the subcohort, ps; WC = estimating po using whole cohort, py,; T = using true value, po;
ISPW = inverse sampling probability method; BER = Bernoulli sampling; SRS = simple random sampling.
100 clusters, m; follows a Bin(50,0.8) distribution, a=0.8, A\o=1, censoring time C=1, f=log(0.5), Z follows either
a Bernoulli(0.5) distribution or a N(0,1) distribution. The number of individuals in the subcohort is ns = 800.

here used estimates of the sampling probability. The results show that the ESD of
the ISPW method is generally comparable to that of our proposed method.

In addition, the point estimates based on simple random samples (SRS) for some
non-rare event settings are provided (Table A.7). This investigation showed that the
ESDs of the point estimates based on SRS are very close to those based on Bernoulli
sampling. Therefore, one does not gain much efficiency by using SRS, at least for

the examples we considered.
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APPENDIX B

Proof of Theorems in Chapter I1I

We provide a proof of Theorem 2 and an examination of the corresponding vari-

ance estimator. We begin with a review of the notation.

B.0 Notation
i = subject (i=1,...,n)
T, = failure time
C}; = independent censoring time
Cy; = dependent censoring time
C; = C, NCy

X; =T NCii A Cy;

AQZ' = I{CQZ S Cli702i < T'Z)}
Agi = (1 — Ah)(l - AQz)

Ni(t) =I{X; <t,A; =1}
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NE(t) = I{X; <t , Ay =1}
Z1; = time-constant covariate vector
Z9;i(t) = time-dependent covariate vector
= {28, zE@)}"
Zi(t) ={Zj(u) : 0 <u <t}
Vi(t) = {Vii(t), ..., Vu(t)} = functions of Z;(t)
Ailt) = Ao(t)ef )
A (1) = XG (B0
& = I (individual 7 is selected for the subcohort)
—Pr(&=1|An=1),k=1,23
Pi (p) = 22:1 Akifz‘/pk
dM;(t) = dN;(t) — Y;(t)eP 7O\ (t)dt

dMPC(t) = dNC (t) — Yi(t)e® ViOXS () dt

The following is a proof of Theorem 2, for the case where Wu is used in the
proposed estimators. The proofs for stabilized weights, /WQZ- and ng, proceed through

steps analogous to those listed below.

B.1 n_%UC(Oéo,po)

The estimating function for the dependent censoring model is

(g, po) Z/ {V V(ao, po, t }Pz po)dN{ (1),
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where

S (a, p, t)
s<0><a p.t)

OéT
S (a,p,t) = n sz Y () Vi(t)= e Vi),

V(a,p, t) =

Let S(C)(t a) = E{Vi(H)Vi(t)®%e™ i} and let T(a,t) = g)(t,a)/sg)(t,a). We
define dMC (t) = AN (t) — Y;(t)e® WS (t)dt. By van der Vaart & Wellner (1996,
Example 2.11.16), H,(t) = n"2 S pi(po) ME (t) converges weakly to a tight Gaus-
sian process H (t) with continuous sample paths on [0, 7].

By some simple algebra, we have
nU%ag, ) = n QZ | i) = Va0t ant 1)
_ Z | o) = sten 0dtmiant e
—n zz | {70 p0.) = vlaa )} o€ (0
g Z [ 00 = (00,0} (o) @) + 0,1
= n—éiKi(ao,po)+op(1),

with K;(a,p) = [/ {Vi(t) — v(e, t)}pi(p)dME (t). Note that E{p;(po)dMF (t)} = 0,

such that E{K;(ap,po)} =0, fori=1,--- ,n

B.2 n'/?(a — a)

Using a Taylor expansion, we can show that

nfl/QUc(Oéoa@ = ”71/2UC(040aP0)+BS(060aP*) 1/2 (p po)



91
where p, is on the line segment between p and pg, and

BY(a,p) = n_lch(a,p)

R (@.p,t) 9
= n Z/{ 28_])50 (cr, p, t)

Oépa

_W%S (a,p, t)} pi(p)dNY (t)

in- Z [ ) = Va0 5 piane .

We define R,gd)(&,p, t), d=0,1 and Dy (a,p) as follows,

0
R,gd)(a,p,t) = a—pks(cc’l)(aapft)
" OALE
P SICLORE
=1

such that

1
Rl(ﬂd)(&apa t) — —p—kg{Aklyl( WAt )®d aTVl(t)}
= r(a,pt)

in probability. We then have
-1 9 c
Di(a,p) = n Z Vit) - V(. 0} 5, PN ()

- _n—lz/o (Vi(t) = V(a,p, t)} ;Z&dNC()

k

= —n! - [ (1) — 7(« Aszz ¢
- ZZI/O{VZ@) (o 0} HEaNe (1)

k

+ /0 T{V(a, p,t) —v(a, t)n! Z A’“E’ dANC (1)

i=1 k?

such that

Dilarp) — ——5 / (VA() — B0, 1)} ApadNE (1)
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in probability. Let r@(a,p,t) = [r%d)(&,p, t) réd)(&,p, t) rgd)(&,p, t)} and let

d(a,p,t) = [di(a,p,t)  do(a,p,t)  ds(a,p,t)]. Then by continuous mapping,

T 1)
Sc Oé,p,t ]-
BS(O‘aP) ? / ©) ( ) T(O)(Oz,p, t) — (0)
0o | se’(a,p,t)? se (e, p,t)

+d(a, p)

r(a,p, t)} dFC(t)

= B%a,p)

in probability, where F¢(t) = £{p;(p)NE (t)}. It is easy to show that

N iy Apil
02k — pro) = n'/? (%ﬁ N pko)
=1 ?

nl/2 n~ 3 Aki(& — Pro)
nt T A

= 7Y 0 A& — pro) + 0p(1)
=1

= 0772 " Quilpo) + 0p(1),
i=1

where Qri(po) = iy ' Awi(& — pro)y me = pr(Ay = 1),k = 1,2,3. Let Qi(p) =
(Qui(p)  Qalp) Qgi(p))T. Note that € {Qri(po)} = 0, therefore,
n2U%ap,p) = nV? Z {K;(ao, po) + Bc(aoapo)Qz‘(po)} + 0p(1)
i—1

n~t? Z Vi, po) + 0p(1),
i=1

where ¢;(a,p) = Ki(a,p) + B(a, p)Qi(p). Since € {thi(ao, po)} = 0, by the Multi-

variate Central Limit Theorem (MCLT),
02U (ag, B) — N(0, (a)),

in distribution, where Q(ag) = E{¥;(, o)}

We then have

'@ — ag) = Ay (e, D) "'~ 2U (a0, D),
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where A7 (a,p) = n7 S50, [T {SE (00, 1) /S (0 p,1) = Vo p, )b pu(p)ANE (1)
and «, is on the line segment between & and «g. Note the fact that n=t Y7 | p;(p)
xdNF (t) converges to dF°(t) in probability, such that A9 (a, p) converges in proba-
bility to A% (a), with A («) = [ {sP(a,t) /s, t) =D(ar, t)®2}dFC(¢). Therefore,
by Slutsky’s Theorem, n'/?(@ — aq) converges in distribution to a zero-mean normal

variate with covariance A% () 1Q(ap) A% ()t .

B.3 n'/2{AG (1) - AF (1)}
We can decompose n'/2{AS (t) — AS(t)} as follows,

n'2{AS (1) — A (1)}

(B.1) — nV2{AS(t:@,p) — AS (1@, po) }
(B.2) —|—n1/2{//ioc(t; a,po) — Koc(t; ag, o)
(B.3) +n 2 {AS (t; ag, po) — AS ()}

Applying a Taylor expansion of p;(p)/ S(CO ) (@, p, t) around p;(po)/ Sg] ) (@, po, t), we can

write (B.1) as

1/2 / ( pi(pO) } n—ldNC(u)
Z {sw a.pu)  SO(@,po,u)
1

_ Z dpi(p) pipo) O L)~
frg n 1 / =po - S O[,p,u =P0
{S( (@, po,u) dp = S(O)(a o, u)2 9P c s
><de< )n'/? (B = po) + 0p(1)

- / {n S 1T (po)ANE (w) O (ag, po, u)dAS (u; @, m}
0

s (ap, w) s (ap, w)

xn~ /2 Z Qi(po) + 0p(1)

= L(ao,po, t)n I/QZQZ (Po) + 0p(1),
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where

dpi(p) A&

ti(p) = i
pi(p) = (milp)  pai(p)  psi (P))T
L(ao,po,t) = /Ot S(C('))(O‘Oa {dj 0)(&0’1707”)‘1]\(?(“)} )

with dJ,(u) = n=t 3" | ul (po)dNE (u), which converges to d.J(u) in probability.

Considering (B.2),

(B.2) = 1/22/ {S(O (@, po, ) S(C(f))(ozi,po,u)}n_lpi(pO)dNiC(U)

= {Z/ oy C (0, m(m)de(u)} n'/2(@ — ) + 0,(1)

Olo,p(), )2

~

t T i
N {_ /0 V(Oé(),p(), u)dAg(u, aoap())} Ac(a0)71n71/2 Z ¢i(a07p0)
i=1
+op(1)

= hL(t; a0, po) AC (ag) "t 12 Z Yi(ao, po)

= h¢ (t 0407]90)140(0‘0 I/QZ@Z)Z o, Po +0p(1)

where
/h\c(t? OdO,pO) = / V 04071707 (U, OdOaPO)
0
ho(t; g, po) = / o, u)dAS (u).
Moreover,

(B.3) = 1/22/ (@0, po, w) ™" pi(po)d My (u)

_ —1/22 / (a0, u)™" i (po) M () + 0,(1).
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Combining the above results, one obtains

n2AS () = AS (1)} = 072D Di(ag, po,t) + o,(1)
=1

= 023 [ ddioo,po 1
n ,Zl/o (av, po, w) + 0p(1)
where
®;(ag,po,t) = Llcw, po,t)Qi(po) + h&:(t; ag, po) A% (o) ™ ehi (0, po)
+ [ o000 M E )
0
d®;(ag, po,u) = s (a0, u) ™ {dJ(w) = r® (g, po, w)dAT (u) } Qi(po)
—0" (v, w)dAG (u) A (cip) ™ b (cxo, po)
+s¢2 (a0, 1) ™ pi (po)dME (w).
Note that £{Q;(po)} = 0, E{wi(ag,po)} = 0 and E{p;(po)dMF (u)} = 0, such that

5{dq)i(040:p0: U)} =0.

B.4 n'/2{AL (1) - AT (1)}
We can decompose n'/2{AC(t) — AC(t)} as follows,

n'2{AC (1) — AL (1)}

t
(B.4) — Wy / @GR (u) - /0 8V 4RC ()}
t
(B.5) +n1/2{/ e%‘/i(“)d/\g(u)—/ e Vi gAS (u)}.
0 0

By a Taylor expansion,

¢

(B4) = n1/2/ {eaTVi(“)—e%TVi(“)}dAg(u)
0

¢

VT (w)e®s Vi dAS (w)n'/? (@ — ag) + 0,(1)

[
/

VT (u)dAS (u) A% (ag) ™72 " (. po) + 0p(1).
=1



96

Now considering the second term (B.5),
t
(B.5) = nl/? / e Vi@ ALAS (u) — AS (u)}
0
t
= / eao 71/2qu)l Qp, Po, U )+0p(1)
0

It follows that

n'H{AL (1) — AT (1) = /WT(U)d/\?(U)AC(ao)‘ln‘”Qsz(ao,po)

0

t n
+/ eagW(u)n_1/2 E dq)l (a07p07 U) + Op(l)
0

_1/2ZGl +0p

where
t
Gl(t) = ‘I’iT(t)AC(@o)lwz(Oéo:po)‘i‘/ 60[5%(“)0@1(040,170,“)
0

W) = [ Vi

B.5 n*/2{R;(t) — Ri(t)}
Letting R;(t) = pi(p)Wi(t), we have

. . i,
n2HR() — Ri()Y = n2{p;(0)eM D — pi(po)etd D}
+n'*{pi(po)e™ ) — pi(po)e V)

c
)TeAZ. (t) 1/2(p pO)

= Mz‘(po
+pi(po)e™ Ont2{AC (1) — AC(8)} + 0,(1)
= pi(po)" Wii(t) UQZQJ po) + Ri(t UQZGI

+0,(1).
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B.6 n'/2(3 — f)
It is easy to show that

nl/Q(B—ﬁo) = A (Bo)! 71/221]{507 t)} + op(1),

where
U{B, R} — /{Z Z(5. R, 1)} Ri(t)dNi(1)
Z(B,R,t) = %
SD(B, R t) = n’lzR 0)%4ef %) g =0,1,2

sOB,R,t) = 5{Ri(t)Yi(t)Zi(O)®d 20}
Z(8,R,t) = sW(8,R,t)/s"(B, R, 1).

We then write

A8 = _IZ/{ ﬁjﬁﬁ Z(B,R,t)m}Ri(t)dNi(t)
_> /0 {%—?(B,R,t)@}dﬂ@
= A(9)

in probability, with n='>""" | R;(t)dN;(t) converging in probability to dF(¢).

We can decompose n~Y/2U(3, R) as follows,

—wU(ﬁo,fg)
- 71/22 | {20 -26.R0} R
B6) - n*WZ / {2:0) = Z(5, R.0)} Ri()ad (1)
(B.7) /Z 0 — 78, R} { Ba(t) — Ri(t) b dMi(1)

(B.3) —1/22 / Z(8.R.0) ~ Z(5. R.)} R()dM(1)
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It is easy to show that (B.6) = n= /23" | [T{Z;(0) — Z(8, R, t)} Ri(t)dM;(t)+o0,(1).

The third term (B.8) converges in probability to 0. We can express (B.7) as follows,

(B.7) = 1/22/ {Z:(0) - Z(B, R, 1) }

3

{m(po)TVVu(t)n1 3 Qi(po) + Rt ZGz } t) +0p(1)
B9) - nZ / T{Zim)—?w,&w}m(m) Wli(t)dMi(t)nl/lelQl(Po)
+n /2 zn: /T {Z;(0) — Z(B,R,t)} Ri(t)
(B.10) n! {Z U (1) A% (o)™ M(O&o,po)}dMi(t)
-1/22 | {20 -2 R} Rt
(B.11) xnllZ/O Vi 4, (g, po, 1) AM; (1),

We can show that
(B.9) = OB, Rn™"*> " Qilpo)
i=1

— O(ﬁ, R)nil/Q Z Qi(po) + Op(1>7

where B
05, B) = nZ [ 1200 =76 R0} wton Waario
0.1 = €| [ {20~ 25 R} o Wiao)|
Moreover,

(B.10) = n! [Z /0 T{Zz-(0>—Z(B,R,ﬂ}RAt)W(t)dMi(t)]

)72 (o, po)
=1
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- fﬂB,R)4ckm)1n”2§;¢ﬂ&mpd
= H(RIA o) Y s ) + a1,
where h
A = o3 [0 - 20 m0) T n e
G = | [ {20 =6, RO ORI

Changing the orders of integration and summation,

(B.11) — nmz":f lnlieamu) /T{zi( Z(6, R.t)} Ri(t d]\/[()]

x d®; (v, po, u)
w3 [ G0, )
= Jo
n-1/2 i /OT x(u, 7)d®; (v, po, u) + 0,(1),
=1
where
R(ti,ta) = n—lieamfl)/tQ {Z:(0) = Z(B, R, t)} Ri(t)dM;(t)
N {%V@l/ (7:(0) — 2(8, B, 1)} Ri(t)dMi(t) | |
Combining the above results,
2 (B-5) = A 1—1/226 (0. ) + 0,(1).

where

G)i(/BuR) = O(ﬁaR)Qi(pO)
+H (B, R)A® (o) "¥(cw0, po)

+/ X(U7T)dq>i(0507p07u>'
0
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Note that £{6;(8, R)} = 0. By the MCLT and Slutsky’s Theorem, n*/2(3 — )
converges in distribution to a N (0, A(8y)'3(8, R)A(By) ') variate, where X(3, R) =

£{6i(8, R)*?}.

-~

B.7 Estimating var(5)

The variance of B can be consistently estimated by n™'>" o, (8, R), with
O, (8, R) being obtained by substituting limiting values in ©; (3, R) with the sample
analogs. However, as shown in the Web Appendix, the computation of @Z (B, R) is
very complicated and difficult to implement numerically. A useful alternative is to
estimate the variance of the proposed estimators by treating the weights R;(t) as
known rather than estimated.

By some simple algebra, we have
n"V2U (B, R) = V2 Z/ (Z,(0) = Z(8, R, 1)} Ri(t)dNi(t)
i=1 70

_ n1/22 /0 (2.0) ~ Z(8, Rot)} Ri(t)dM(1)

(B.12) =y / " {2,(0) — 2(B, R.1)} Ri(1)dMi(t)
(B.13) —n1/2 Z /0 ' {Z(B,R,t) —=(B, R, t)} Ri(t)dM,(t).

Note that & {Wy;(t)dM;(t) | Z(0)} = 0, such that

E{Ri()dM;(t) | Z(0)} = E{pilp)Wu(t)dM,(t) | Z(0)}
= EE{pi(p)Wi(t)dM;(t) | Avi, Doy, Asi, Z(1)} | Z(0)]
= E{Wu)dM;(t) | Z(0)}

= 0.
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Therefore, (B.13) converges in probability to 0. It follows that
n2U (B, R) = n/? Z U; (o, R) + 0p(1),

where U} (By, R) = [ {Z:(0) —Z(8, R, t)} Ri(t)dM;(t). Hence, under the assumed
conditions, {U(fy, R)} is asymptotically a sum of independent and identically dis-
tributed zero-mean random quantities. By the MCLT, n~Y2U (Bo, R) converges
asymptotically to a N(0, %*(3y, R)) distribution, where ¥*(3, R) = &€ {U}(ﬁ, R)®2}.

By the Functional Delta methods,
W2 (B=B) = AlB)'n V2N U B R} + 0y(1),
i=1

Therefore, the variance of 3 is estimated by A(3)"'SH(B, R)A(B)~!, where A(f)
and ii(ﬁ, ﬁ) are calculated by replacing limiting values with their corresponding

empirical counterparts.
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