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CHAPTER I

Introduction

Competing risks data arise naturally in many biomedical studies. Often the subject
is at risk for many types of events; with the occurrence of one event precluding the
subsequent occurrence of all other types of events. Some key quantities in the com-
peting risks setting are the cumulative incidence function, the cause-specific hazard
and, more recently, the subdistribution hazard. In many practical settings, one of
the possible causes is of chief interest, although competing causes must be taken into

account.

There are two frameworks applied to the competing risks setting. In one approach,
a latent failure time exists for each event, though it may not ever be observed. The
minimum of the latent event times is the observed event time and, consequently, also
determines the observed event type. The quantities associated with this framework
are identifiable if the latent failure times are independent. This framework has been
referred to as the ‘alarm clock’ model, where many alarms are set, but the one that

goes off first is the only one that is heard and observed.



In the second framework, the competing risks data are made up of an observation
time and an event type indicator for each individual. If a particular event is observed
to occur, the event times for the other causes are not unobserved; they simply do
not exist for the other causes and are undefined. The functions involved in this
approach are the cause-specific hazard (CSH) and the cumulative incidence function
(CIF), known as the crude functions. For the crude functions to be identifiable, no
assumptions need to be made about independent causes. In this dissertation we will
adopt the second framework, with the CIF serving as the key function to compare

groups and characterize covariate effects.

Suppose that cause k is the event type of interest. The cause-specific hazard can
be thought of as the rate at which subjects die due to cause k, among those still at
risk (alive). The cumulative incidence is the cumulative probability of cause k, ac-
knowledging that death from other causes prevents the occurrence of cause k. In this
proposal we develop methods for analyzing observational time-to-event data in the
presence of competing risks. We propose two methods that compare the cumulative
incidence functions among subgroups. The third method uses multiple imputation

to model the subdistribution hazard through Cox regression (Cox, 1972).

It is often of interest to compare outcomes between subgroups of subjects. In the
presence of observational data, group assignment is typically not randomized, so that
adjustment must be made for differences in covariate distributions across groups. The
second chapter proposes a measure to contrast group-specific CIFs. The proposed

method assumes proportional cause-specific hazards, which are estimated through



Cox models stratified by organ procurement organizations (OPO). The effect mea-
sure compares the average CIF of each OPO to the average CIF that would have
resulted if that particular OPO had cumulative incidence equal to that of the national

average.

Like the second chapter, the third chapter aims to compare the CIFs among sub-
groups of subjects from an observational study. However, this section proposes a
measure which, based on direct standardization, contrasts the population average
cumulative incidence under two scenarios: (i) subjects are distributed across groups
as per the existing population and (ii) all subjects are members of a particular group.
The proposed comparison of CIFs has a strong connection to measures used in the
causal inference literature. The proposed methods are nonparametric in the sense
that no models are assumed for the cause-specific hazards or the subdistribution
function. Observed event counts are weighted using Inverse Probability of Treatment

Weighting (IPTW) and Inverse Probability of Censoring Weighting (IPCW).

The fourth chapter describes a multiple imputation method for competing risks data
that creates a ‘censoring-complete’ dataset such that all the potential censoring times
are known. For individuals who experienced a competing risk, we impute what
their censoring times would have been had death not prevented their occurrence.
Regression methods for the subdistribution hazard model developed by Fine and
Gray (1999) can then be applied to the censoring-complete data. The censoring
hazard is estimated by a Cox proportional hazards model, with the baseline hazard

computed by a linear interpolation of the Breslow estimator, instead of the usual step



function. We use the subdistribution hazard to estimate the effect of explanatory

variables on the outcome of interest.

For each of the proposed methods, large sample properties are derived and the finite-
sample properties are evaluated using simulations. We apply each method to national
kidney transplantation data from the Scientific Registry of Transplant Recipients
(SRTR). A patient in need of a kidney transplant is placed on a wait-list, which are
maintained by the OPOs. OPOs are geographically based, usually covering patients
in an area smaller than or the size of a state. Each OPO maintains its own wait-list
and is responsible for allocating organs to those on the wait-list as kidneys become
available. There are 58 OPOs in the United States, which are in turn grouped into
11 Regions that may consist of a couple states. In this dissertation, we focus on

Region 10, which includes Michigan and Ohio.

Patients on the wait-list can experience events that prevent them from ever receiving
a transplant. In this case, the competing risks are death while on the wait-list
and removal from the wait-list due to deterioration of patient health. If either of
the competing risks is observed, the OPO has failed to provide the patient with a
transplant in time, and thus analyses on such data must incorporate this information.
Since OPOs represent different parts of the country, the patient characteristics, such
as race and age, may vary quite a bit. Thus valid comparisons between OPOs require

covariate adjustment.



CHAPTER II

Comparing Cumulative Incidence Functions

Between Non-Randomized Groups

2.1 Introduction

In many studies with time to event data, comparisons among groups are of key in-
terest. These groups can be defined by country, state, region or treatment center,
for example. A natural grouping that often occurs in medical data is defined by
treatment centers or hospitals. It is often of interest to study differences in out-
comes by location, since geographic and center-based disparities can be present in
health outcomes, and would be of concern in settings where uniformity in quality of
care is a priority. There are a number of existing methods for estimating group or
center effects. Harrington and Fleming (1982) developed a class of non-parametric
methods based on the rank test that accommodates comparisons of more than two

groups. Dabrowska and Doksum (1988) developed estimation and inference methods



for comparison of the generalized odds-rate model in the two-group setting. Most of
these methods assume, either explicitly or implicitly, that all events are of the same

cause.

Often in survival data, the terminating event is due to one of several possible causes.
Experiencing a particular type of event precludes an individual from experiencing
any other types of events. These events are said to be competing risks. An example
of the competing risks setting would be time until death, where death is caused
by cardiovascular disease, cancer, and all other causes. This data structure occurs
frequently, and has to be explicitly acknowledged in models fitted to said data.
Analyses that ignore the competing risks aspect of the data by not differentiating
between the types of events may lose information on the covariate effects and lead
to inaccurate interpretation of results. Several methods have been proposed for
analysis of competing risks data. Benichou and Gail (1990) developed a method
for estimating the absolute risk of an event during a time interval for a particular
covariate pattern. The authors investigated the results of using the exponential,
piecewise exponential, and Cox models (Cozx, 1972) for the hazard functions. Cheng
et al. (1998) investigated the prediction of cumulative incidence functions (CIF) and
simultaneous confidence bands. Fine and Gray (1999) developed regression methods

for the subdistribution hazard function.

There are few methods for comparing groups or centers in the presence of com-
peting risks. Gray (1988) developed a method to compare CIFs among multiple

groups, non-parametrically and unadjusted for covariates. Zhang and Fine (2008)



then summarized differences for several transformations of the CIF for two groups.
We propose methods that compare centers in the presence of competing risks. The
methods are targeted at observational data and, therefore, account for differences in

group-specific covariate distributions.

The data that motivated the methods proposed in this chapter arise from the end-
stage renal disease (ESRD) setting. A patient who experiences kidney failure typi-
cally begins receiving dialysis and, if medically suitable, the patient may subsequently
be placed on a wait-list for deceased-donor kidney transplantation. Patients often
have to wait to receive an organ transplant because there are not nearly enough
donor kidneys to accommodate all wait-listed patients. For the purpose of solid or-
gan transplantation, the United States is divided into 11 Regions, each subdivided
into donation service areas. For each donation service area, an organ procurement
organization (OPO) maintains a wait-list (i.e., each OPO has its own wait-list) and
is responsible for allocating organs to patients within its corresponding area, based
on several factors. We use the general terms group and center to indicate any fac-
tor that subdivides the study population. In the context of organ transplantation,
the unit of our interest is an OPO. This setting corresponds to a competing risks
framework because a patient on a wait-list can experience a number of other events
that preclude a transplant. The competing risks are death while on wait-list and re-
moval from the wait-list, which occurs when a patient’s general health has declined
so much that he/she is not expected to make a recovery from the surgery itself. Thus
both events indicate that the OPO has failed to allocate an organ to the patient fast

enough for the patient to survive.



To be wait-listed by an OPO, a patient often must be able to travel to the location
at which the transplant will occur within a relatively short period of time after being
notified that a particular organ is available. Thus, since most individuals do not
have unlimited resources to travel long distances within short notice, where a given
patient can be put on a wait-list is largely determined by where he/she resides. A
natural question to ask is how each OPO performs relative to the national average.
A natural quantity reflecting an OPO’s performance is the average probability that
a patient on a wait-list will receive a transplant, acknowledging that the patient
may instead die while on, or be removed from, the wait-list. In this chapter, our
goal is to propose a metric that will compare the average experience of wait-listed
patients at an OPO to the average experience that would have been observed if that
particular OPO performed at the national average. We are specifically focused on
the probability that a patient receives a transplant. Data were obtained from the
Scientific Registry of Transplant Recipients (SRTR), a national population-based

organ transplant registry.

There are two frameworks for casting the event times in a competing risks setting.
The first method is based on latent failure times (Gail, 2001, 1975; Crowder, 2001),
in which there exists a latent event time for every cause, but only the minimum
of the latent event times is observed (Cozx, 1959; Moeschberger and David, 1971).
For marginal quantities (such as the failure-type-specific survival functions) to be
identifiable under the latent failure times set up, each of the latent failure times

must act independently.



The second framework assumes there is only one event time for each subject, with
the event occurring from one of two or more causes. Under this framework, there
only exists one failure time, due to one cause. For example, if a particular type
of event occurs, then the event times due to other causes are undefined. The key
functions that arise from this framework are the crude functions known as cause-
specific hazard (CSH) and the cumulative incidence function (CIF) (Anderson et al.,
1993; Chiang, 1968; Kalbfleisch and Prentice, 2002). These models do not require

the assumption that the causes of death are independent (Tsiatis, 1975).

In this chapter, we propose methods that contrast centers with respect to cumula-
tive incidence. We model the cause-specific hazards explicitly through Cox (1972)
regression, with the CSHs then combined and integrated, then transformed to obtain
the CIF. The effect measure, or, the effect of a particular OPO on a specific cause, is
obtained through appropriately averaging fitted values. The event times are subject
to right censoring, which is assumed to be independent of the event time given the

covariates.

In Section 2.2, we introduce the notation and present the proposed method and esti-
mation procedures. Section 2.3 describes the asymptotic properties of the proposed
estimators. In Section 2.4 we evaluate the finite sample performance of the proposed
estimators in simulation studies. We return to the motivating example in Section
2.5, applying the proposed methods to data from the SRTR to compare OPOs across

the United States. Section 2.6 concludes with a discussion.



2.2 Proposed Methods

Let T; and C; be the event and censoring times, respectively, for individual i (i =
1,...,n). Center and cause will be denoted by j (j =1,...,J)and k (k=1,..., K),
respectively. There are n individuals in the entire sample, with n; individuals in cen-
ter j. For concreteness, we refer to the factor of interest as center, although in
practice this factor could be any categorical covariate defining subgroups of individ-
uals. Let A; = kI(T; < C;), where I(-) is the indicator function. A; (4; =1,...,J)
is the center that subject ¢ belongs to and A;; = I(A; = j) is equal to 1 if subject i
is in center j. The observation time is defined as X; = T; A C;. Thus, the observed
data consist of {X;, A;, Z;, A;}, where Z; is the vector of covariates which is assumed
to be time constant. The at-risk indicator is given by Y;;(t) = I(X; > ¢, A; = j) and
the counting process for subject i in center j, cause k is denoted by N;;x(t) = I(X; <
t,A; = j,A; = k). Let the CIF for cause k for individual i, at center j be denoted

by

interpreted as the probability that individual ¢ in center j experiences an event of

type k by time ¢.

Our goal is to contrast the average CIF for center j with an appropriate average

across all centers. Along those lines, we define the effect of center j on cause k

10



as

0jk(t) = Ezja[Fije(t)] — Ezja [Ea [Fiax(®)]], (2.1)

which is intended to reflect the impact of center j on the CIF of cause k. The effect
measure §;;(t) compares, through the CIF, two scenarios: (i) the observed reality:
all individuals assigned to center j are treated at center j and (ii) all individuals
assigned to center j are instead treated at a hypothetical center with cumulative

incidence equal to those of the national average.

The outer expectation in both the first and second terms on the right side of (2.1) are
evaluated with respect to the distribution of [Z|A = j]. The quantity Eza[F;;r(t)] is
the CIF for group j, averaged over the covariate distribution of individuals in center
j. The inner expectation in the second term is evaluated with respect to the marginal
distribution of A. The term E4 [F;ar(t)] is the CIF if individual ¢, who is actually
at center j, were at the hypothetical national center. This national average center
does not actually exist, but individual ¢’s experience at this hypothetical center can
be obtained by considering the CIFs for individual ¢ at all of the centers and the
likelihood of being in a particular center. The CIF' if individual ¢, known to be in
center j, were actually at center [ is denoted by Fj(t). By considering Fjy(t) for
l=1,...,J, we consider what would have happened to individual 7 at each of the
actual centers in the study sample. An individual is defined by his/her covariate

pattern.
One option for obtaining the CIFs is to use the cause-specific hazards. The cause k

11



CIF for individual ¢ at center j is

Fielt) = [ Syls)NEu(s)ds, (2.2)

where S;;(t) = P(T; > t|Z;, A; = j) is the survival function for individual ¢ at center
j, and the cause-specific hazards are given by

Note that Fj;;(t) can be written entirely in terms of the cause-specific hazard, since
Sii(t) = exp{— K, Aﬁk(t)}, where the cumulative CSH for individual ¢ at center
Jis Af;k(t) =/ )\ﬁk(s)ds. Also called the subdistribution function, Fj;;(¢) is the
probability that subject ¢ experiences an event of type j by time ¢, acknowledging
that he/she could experience another event first, which would preclude event & from
happening. From (2.2), it can be seen that the CIF is a function of all of the CSHs,
so that the CIF acknowledges the presence of other types of events. As t — oo,
Fik(t) = P(A; = k|Z;,A; = j). Therefore, unlike the cumulative distribution
function in the single cause setting, the CIF will generally not approach 1 if the

competing causes have non-zero probabilities.

In this chapter, Cox regression (Coz, 1972) stratified on center is assumed to relate

the covariates to the cause-specific hazards,

Afk(t) = Aoji(t) exp{B{ Z:}. (2.3)

12



The Cox model is selected due to its flexibility and popularity. Stratifying on center
adjusts for center effects non-parametrically. As such, we are assuming proportion-
ality with respect to the cause k hazard at time ¢ among subjects alive at time ¢ with

respect to the adjustment covariates, Z;, although not the centers.

A few comments on model (2.2) are in order. First, the stratification by center would
make it difficult to estimate the effect of center j on /\ﬁk(t) based on model (2.2)
alone. However, as defined previously, the cause-specific hazards are not of primary
interest per se, and are useful only through their connection to Fj;;(t). Second, the
covariate vector is assumed to be constant. If not, accurate estimation of Fj;;(t)
would be substantially more complicated, and the methods proposed in this chapter
would not be recommended. Third, covariate effects, B, are allowed to vary by
cause but are assumed to be constant over time. This could be relaxed through
additional stratification, or by parametrically modeling covariate effects that are
time-dependent; e.g., through the Cox non-proportional hazards model; see Klein

and Moeschberger (2003).

We estimate 9,4 () by using the finite sample estimators for the quantities involved.
The covariate effects 8, are estimated through partial likelihood (Coz, 1975), while
the cumulative baseline cause-specific hazards A#jk(t) are estimated by the Breslow
estimator (Breslow, 1972). Referring back to (2.1), the quantity Ezj4[Fijx(t)] can be
estimated by taking the average of Fijk(t) with respect to the empirical distribution
of [Z;|A; = j]. The CIF for individual i at the national average center is estimated

by taking a weighted average of the CIFs for individual ¢ across centers, expressed

13



as Y, Filk(t)ﬁl, with p; = n;/n an estimator for p; = P(A; = [). Combining these
estimators, we then estimate the proposed center effect measure by
1 & 1 &

$u(t) = S I(A = ) Eult) - 2314 = ) {lz Fim@m} @

nj 5= =1

where Fju(t) = Jg exp{— SUL, A% () dAZ () and A% (1) = Ji exp(B, Z)dAT, (s).
Note that, in cases where A; # [, the cause-specific hazard function of individual 7
at center [ is estimated using the baseline hazard from center | with the covariates
of individual ; i.e., A% (t) = [LdA¥,(s) eXp(BzZi). The center to which a subject
actually belongs is accounted for in the model fitting. Once the regression parameters
and cause-specific cumulative baseline hazards are estimated, subject ¢’s actual center

is not factored into the averaging in the second term on the right side of (2.4).

These methods are valid under independent censoring, which can be formally written

as
1
e—0 €
1
e—0 €
fork=1,... K.

We now describe the properties of the proposed estimators when n becomes large.

14



2.3 Asymptotic Properties

We begin by listing the assumed regularity conditions fort =1,...,n, 57 =1,...

and k=1,... K.

(a) {X;, Ay, Z;, A;} are independent and identically distributed.

(¢) P(A; =j|Z;) > 0.

d) |Z;,| < K, where Z;, is the gth element of Z; and K is a constant.
( q q q

(e) Jo )\ff;k(t)dt < 0.

(f) Continuity of the following functions:
rP(t:8) = B Yy ()Z exp(8] Z0)] . d=0,1,2

with r%) (t; B) bounded away from 0 for ¢ € (0, 7].

(g) Positive-definiteness of the following matrices:

7T (4@
jz—:l/{m_zj(t;ﬁk)m}d]vijk(t)] ,

o Ly (&

Ik(:Bk) =LK

where z;(t; 8) = rﬁ)(t; 5)—1T§2) (: B).

15



Condition (a) permits fairly standard applications of the Central Limit Theorem.
Conditions (b) and (c) ensure identifiability, with (c) being the positivity assumption
familiar to causal inference methodology. Condition (e) ensures boundedness of many
integrals arising in the asymptotic development. The framework we work with has
n — oo with the number of centers J remaining constant. In this case, n; — oo for

all j as n — oo.

Theorem 2.1: Under Conditions (a) through (g), Fy(t) converges almost surely to

Fi(t) and 6,5(t) converges almost surely to §;(t).

E.(t) is a functional of consistent estimators 3, and f\g*jk(t) The proof of consis-
tency then follows from successive applications of the Continuous Mapping Theo-

rem.

Theorem 2.2: Under conditions (a) through (g), nz {5Jk(t) - jk(t)} converges
asymptotically to a zero-mean Gaussian process with variance function o;,(t) =

E [ (t; B)?] where tmiu(t: B) = Ly {04 (t:8) — ¢ih(:8)} + 0,(1), with B =

16



BT,....B}] and ¢.(t; B) = Ex [gbldjk(t; ,3)} and where we define

K t
ot B) = —pl_E ZAz‘j/ng( Br)dE1(8) | Zon(Brm) ™ Ui (Bm),
J m=1 0
2 Ko T 7\ (0) .
St B) = =3 /p E [ {Fige(t) — Fige(u)} Vi (w) exp(BL, Z0)r5y) (u; B,,) "]
m:lo J

dMljm(u; Bm)?

¢?jk(t;/3) = fE Aij/[Zi_zj(SSB)]TdFijk(s) Ik(ﬁk)_lUlk:(lBk)a
0

t

¢?jk(t;/6) = /plE [Aijsij(5;51752) ()eXp(ﬂk ) ( Ba)” ]szjk(SSBk),

0o Y

where I (B,,) and z;(t; B) are defined in Condition (g), jk defined in Condition (f),

and

t
Dyilt: B,) = / 12— 2,(5: B) AT, (53 By).

Ua(B) = 20 [ {228} dMyelt),

)=11i=1

<.

dMiji(s; Br) = dNiju(s) = Yij(s)dAT,(s)-

The martingales M;;i(t; B),) are defined with respect to the joint filtration Fi;(t) =
0 {Ni;(s),Yi;(s), Zi;s € (0,t)}, where Nij(s) =1(X; < s,A; =)

The asymptotic variance can be estimated by:

(NI

)3 [i {3t 8) - ésfk(t;ﬂ)}r,

=1 Ld=1

Var [n

3\*—‘

() = au()}] =
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where the gzgljk(t) are obtained by replacing limiting values in ¢;;(¢) with their em-

pirical counterparts.

As implied by the formulas in Theorem 2.2, calculation of the asymptotic variance
is cumbersome computationally. As a result, we propose the bootstrap, which we

evaluate through simulation in the next section.

2.4 Simulation Studies

We conducted simulation studies to evaluate the finite sample performance of the
proposed estimator Sjk;(t). In the first simulation study, there are K = 2 causes,
with cause k = 1 being of primary interest. There are J = 5 centers, with varying
center sizes of n; = 100, 125, and 150 individuals. There are three covariates,
all of which are binary and hierarchically dependent. The covariate Z;; follows a
Bernoulli distribution with p = 6y, Z;2|Z;; is distributed as a Bernoulli with P(Z;, =
1|Zi1) = Zinba1+(1—Z;1)ba2, and Z;3| Z;5 follows a Bernoulli distribution with P(Z;3 =
1|Zis) = Zia031 + (1 — Zi2)032. The covariate patterns varied for each center due to
center-specific 6;;. In these set of simulations, BlTj = [0.55,0.75,0.6,0.65,0.5], 051 =

055, 022 = 045, (931 = 045, and 932 = 0.65.

The event time for cause one T;;; and the event time for cause two Tj;o follow expo-

nential distributions, with
Aj;k’@) = )\Ojk eXp{BkﬂZil + BkQZZ'Q + 5]@321'3}
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for £ = 1,2. The baseline hazards \g;x(t) vary across centers and causes. For both

configurations, the covariate effect for cause 1 is ﬂlT = [0.4,0.5,0.6] and for cause
2 is B2 = [~0.1,0.3, —0.2]. The baseline cause-specific hazards are shown in Table
2.1.

Table 2.1: Baseline cause-specific hazards for the simulation study

Configuration1 j=1 j7=2 j=3 j=4 j=5

Aoji 0.1 0.15 02 022 07

Aoj2 0.12 0.1 0.08 0.09 0.08
Configuration 2

Aojit 0.1 0.8 02 07 04

Aoj2 0.12 0.1 0.08 0.09 0.08

The censoring distribution C} is also exponential and also depends on the covariates,

with

)‘io(t) = )\oc exp{a1Ziy + a2 Zip + a3 Z;3}.

The distribution of C; differs for each center due to the different covariate patterns.
There is administrative censoring at ¢ = 10 to reflect the real life scenario of a finite

observation period. The censoring baseline hazard is A§ = 0.02.

The observation time, X, is defined as the minimum of T}, T}, and C; and whichever
is the minimum will determine the value of A;. Although we are using the latent
failure time model to generate the data, analysis of the simulated data will not take

that perspective. For example, the analysis stills assumes that T;; does not exist if
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Ti1 > Tio.

We used the bootstrapping method to estimate the variability of the effect, with
standard errors calculated using 25 bootstrap samples. The results based on 500
replicates of Configuration 1 and 2 are shown in Tables 2.2 and 2.3, respectively. We
calculated the estimated effect at the times ¢t = 1,t = 3, and t = 5 after the start
of follow-up. In Configuration 1, the true effect varied greatly from having a large
negative effect, -0.243 to a large positive effect, 0.369. Given the inherent bounds
of 0 and 1 on cumulative incidence, and thus bounds of -1 and 1 on the difference
of cumulative incidence, a 30 percent displacement represents a rather large effect.
Centers j = 1 and j = 2 are smaller centers that perform worse than expected and

center 7 = 4 is a larger center that performs better than expected.

The proposed estimators Sjk(t) have small bias, even when the size of the center is
small. As expected, the larger the center, in general the smaller the bias of Sjk(t).
Within a center, the bias tends to be smaller at the earlier times than at later times.
This could be due to the fact that there are more individuals at risk at the earlier
times. The bootstrap standard errors (BSE) were close to the empirical standard
deviations (ESD). Coverage probabilities (CP) are mostly just under 95 percent.
Larger centers do not necessarily have higher CPs than smaller centers, which is

somewhat counter-intuitive.

In Configuration 2, we investigated the behavior of the proposed estimator in the
presence of smaller center sizes. In Table 2.3, center j = 1 is a small center that has

negative true effects of high magnitude, both factors that may hinder the estimator
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Table 2.2: Performance of Sjl(t) based on 500 simulations of Configuration 1, with
bias, empirical standard deviation (ESD), the bootstrap standard error
(BSE), and the 95% confidence interval coverage probabilities (CP).

§;,(t) Bias ESD BSE CP
0205 0.015 0.037 0.037 0.93
-0.243 0.016 0.041 0.044 0.94
0221 0.018 0.040 0.045 0.94

J n
1 100

Ut W | o+

2 100

—_

-0.101 -0.009 0.043 0.043 0.92
-0.078 -0.015 0.049 0.050 0.93
-0.056 -0.022 0.047 0.052 0.93

ot W

3 125

—_

-0.040  0.007 0.036 0.037 0.95
0.004 0.008 0.035 0.036 0.93
0.021 0.009 0.031 0.033 0.94

(G2 8NN

4 150

—_

-0.009 -0.000 0.032 0.033 0.95
0.032 0.003 0.031 0.031 0.93
0.038 0.004 0.028 0.029 0.95

ot W

5 100

—_

0.369 -0.011 0.035 0.038 0.96
0.268 -0.019 0.027 0.029 0.92
0.194 -0.019 0.026 0.028 0.92

ot W
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Table 2.3: Performance of Sjl(t) based on 500 simulations of Configuration 2, with
bias, empirical standard deviation (ESD), the bootstrap standard error
(BSE), and the 95% confidence interval coverage probabilities (CP).

j m; t da(t) Bias ESD BSE CP
1 50 1 -0.379 0.014 0.051 0.053 0.95
3 -0.379 0.008 0.063 0.064 0.94
5 -0.323 0.003 0.059 0.066 0.97
2 100 1 0.231 -0.016 0.034 0.037 0.94

w

0.137 -0.024 0.023 0.028 0.92
5 0.093 -0.021 0.022 0.027 0.93

3 125 1 -0.215 0.012 0.036 0.035 0.93
3 -0.133 0.014 0.032 0.034 0.92
5 -0.080 0.013 0.027 0.031 0.94

4 100 1 0.207 -0.002 0.036 0.037 0.95
0.134 -0.008 0.025 0.027 0.96
5 0.093 -0.007 0.023 0.025 0.96

5 150 1 0.014 -0.001 0.032 0.031 0.94
0.057 0.001 0.023 0.024 0.96
5 0.050 0.001 0.021 0.022 0.95
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by reducing the number of type 1 events. Having only n; = 50 individuals while the
other four centers have at least twice as many individuals, center j = 1 not only has
a small center in absolute terms, but also in relative terms. The bias of center 1 is
still quite small at all of the three studied time points and its coverage probability is
close to the nominal value. Thus, even for smaller centers that perform worse than

expected, the proposed estimator performs quite well.

2.5 Application

We applied the proposed methods to compare, by OPO, the probability of receiving a
kidney transplant among patients wait-listed for kidney transplantation. Data were
obtained from the Scientific Registry of Transplant Recipients (SRTR). We selected
patients from OPOs that make up Region 10 and who were wait-listed between
January 1, 2000 and December 31, 2009, with a resulting sample size of n = 23,490
from J = 6 centers. Each patient’s follow-up started when the patient was put on the
wait-list. Follow-up ended at the earliest of receiving a transplant, death on wait-list,
removal from wait-list, or loss to follow-up. Since we were interested in evaluating
the OPOs based on their ability to ensure as many patients as possible receive the
preferred treatment of receiving a deceased-donor transplant, transplantation was the
cause of interest, with deaths and removals treated as competing risks. We focused
on three time points, years 1, 3, and 5. This reflects current practice since survival
statistics are usually reported at chosen year intervals rather than on a daily or a

monthly basis.
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OPO Effect on Cumulative Incidence of Transplant
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Figure 2.1: Analysis of SRTR data: 5j1(t) for 1, 3, and 5 years post wait-listing, for
j=1,...,6.
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Table 2.4: Analysis of SRTR data: d,1(t) with 95% confidence limits for 1, 3, and 5
years post wait-listing, for j =1,...,6.

upper 95% lower 95%
year OPO 4;1(t) confidence limit confidence limit

1 1 0.12 0.09 0.15
3 1 0.16 0.12 0.20
) 1 0.06 0.02 0.11
1 2 0.12 0.09 0.14

2 0.21 0.18 0.24
5) 2 0.09 0.05 0.12
1 3 0.05 0.03 0.07

3 0.15 0.12 0.17
5) 3 0.07 0.04 0.09
1 4 0.13 0.11 0.15
3 4 0.15 0.13 0.18
5) 4 0.13 0.10 0.15
1 5) -0.07 -0.08 -0.06
3 ) -0.14 -0.16 -0.12
) ) -0.10 -0.12 -0.07
1 6 -0.06 -0.07 -0.06

6 -0.08 -0.10 -0.07
5) 6 -0.04 -0.06 -0.03
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A figure of the estimated effects Sjk(t) for k = 1 at the three time points is shown
in Figure 2.1. We would have expected to see that as follow-up time increased, the
spread of the estimated effects increased as well. This is because we believe that
earlier differences in performance are less likely to be attributable to the OPO than
are later differences. In the earlier period of follow-up, other factors independent of
the OPO, such as the patient’s inherent overall health may affect his/her chance of
surviving until a transplant becomes available. It appears that even one year after
the start of follow-up, there is differentiation between the OPOs that perform better
than expected and ones that perform worse than expected. The differences between
the OPOs widen by year three, but decrease by year five. The 95% confidence

intervals for d,4(t) are shown in Table 2.4.

2.6 Discussion

We have proposed a summary measure that quantifies the center effect in terms
of CIF. By averaging over transformed fitted values obtained by Cox models and
transformations, we compare the patient experience under two scenarios, one actual
and one hypothetical. The proposed method would allow one to determine which
groups of patients are at greater or lesser probability of experiencing the event of
interest. In the context of evaluating centers, a center could compare its actual
performance to that if it were performing at the overall average. The proposed
effect measure has negligible bias. Although calculating the theoretical asymptotic

standard error is cumbersome, the bootstrap standard error appeared to be fairly
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accurate, as evidenced by comparison to the empirical standard errors and coverage

probabilities.

The proposed methods were applied to national transplant registry data to evaluate
OPOs with respect to average probability of receiving a kidney transplant. From
the perspective of each individual OPO, an estimate of the cumulative incidence of
transplantation is a meaningful metric of quality of delivered care. It answers the
question, how would these same patients have done elsewhere, on average? It gives
an OPO valuable information since the evaluation is done based on that particular
OPO’s case mix. Applied to the country, this method would allow us to see which
parts of the country are under-served or well-served, taking into account that the
profiles of wait-listed patients of each OPO can be different. Each effect estimate
is specific to an OPQO’s demographics, so the effect estimates from different OPOs

generally cannot be compared to each other meaningfully.

The OPO is responsible for allocating organs to patients on a wait-list for organ
transplants. It would be considered optimal if the greatest number of patients even-
tually receive an organ before an event can occur that prevents a transplant. Thus,
the performance of an OPO is crucial for the patients whose health depends on these

time sensitive transplants.

We constructed a measure that uses the CIF to quantify the center effect. An
alternative to modeling the CIF is to base the effect measure on the cumulative
cause-specific hazard. The CIF incorporates information from all causes to give a

natural interpretation in the competing risks setting. In our motivating example,
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we want to take into account the entire patient experience, and not just his/her
transplant experience, to determine the probability of receiving a transplant. For
example, patients in a particular OPO may be getting transplanted at a faster rate
while alive, but are also dying on the wait-list at a faster rate. We would want to use
both pieces of information in the comparison. However, if interest lies in estimating
the event rate of one specific cause without the input of the other causes which are
not of direct interest, then the CSH is more apt. For example, the cumulative CSH
would be more appropriate for comparing the rate of transplants among surviving

patients.
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CHAPTER III

Comparing Cumulative Incidence Functions using

Weighted Counting Processes

3.1 Introduction

In observational studies, the goal is often to compare groups with respect to a certain
outcome or measure. Such groups can be defined by any categorical variable such as
sex, age group, race, and geographic area. Since these groups are not assigned using
a randomization scheme, but rather are observed, adjustments need to be made to

account for the potentially disparate covariate distributions across groups.

Time-to-event data are often of interest in observational studies and, within this
framework, competing risks survival analysis is often appropriate. In the competing
risks setting, a subject may experience one of many outcomes, where the occurrence of
any one type of event prevents all others from happening. In practice, investigators

may be only interested in the relationship between the group and one particular
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health outcome, even in settings where the event of interest is just one of many
for which each subject is at risk. A function which is often of primary interest in
the competing risks setting is the cumulative incidence function (CIF), which reflects
the cumulative probability that the event of interest occurs, explicitly acknowledging
that the occurrence of one of the competing causes precludes subsequent occurrence

of the cause of interest.

The motivating example concerns the evaluation of organ procurement organiza-
tions (OPO) with respect to kidney transplantation. A patient in need of a kidney
transplant and deemed medically suitable will typically have to wait until an organ
becomes available by being on a wait-list. There are 58 OPOs in the United States,
with each responsible for administering a wait-list and executing the allocation of
available deceased-donor organs procured from a geographically defined donation
service area. An OPO usually serves a state or an area smaller than a state. A pa-
tient on the wait-list can receive a transplant, or die, or be removed from the waiting
list. The latter two outcomes are the competing risks because, if death or removal
occurs, the patient cannot subsequently receive a transplant. Patients are removed
from the wait-list often because their general health has declined to the extent that
they are not likely to survive the transplantation surgery. The distribution of pa-
tient characteristics across OPOs may differ considerably due to differences in the
underlying demographics across the United States. Since different demographics can
contribute to differences in death rates while on the wait-list, confounding is likely
to be present unless differences in the covariate distribution among OPOs are taken

into account.
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Ultimately, an OPO aims to maximize the number of transplants among patients
on its wait-list, with the underlying goal of minimizing the number of deaths among
patients in its donation service area. A meaningful comparison may be how each
OPO performs relative to the national average, with performance quantified by the
likelihood that a patient’s eventual outcome is receiving a transplant. The CIF cap-
tures the probability that a transplant occurs, accounting for the possibility of death
and removal from the wait-list. This chapter develops methods for comparing cen-
ters, but using center as a grouping variable is only for concreteness. Any categorical

variable can be used to create groups within the study population.

Competing risks and the cumulative incidence function have been the focus of a large
number of previous reports. For example, Cheng et al. (1998) developed methods to
predict the CIF in the case of dependent competing risks and proportional hazards.
Various methods for competing risks are explored by Pepe and Mori (1993), who
make a strong case for using the CIF to make treatment decisions. Zhang and Fine
(2008) presented non-parametric inference procedures for medically useful functions
of the CIF, such as the difference, relative risk, and odds ratio between two groups.
Scheike et al. (2008) developed a method that allows the effect of covariates on the
CIF to be directly assessed. Their semi-parametric model also incorporates time

dependent effects.

There are few methods for comparing groups or centers in the presence of competing
risks, adjusted for covariates. Gray (1988) developed a non-parametric test for group

differences in CIFs for one specific cause of failure. Gray makes the comparison
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between the CIF for a particular group and an unspecified distribution. Lin (1997)
developed non-parametric methods for estimating CIFs and proposed resampling-
based procedures to construct confidence bands and tests of comparison. Fine and
Gray (1999) introduced regression methods for the hazard function corresponding to
the CIF. Previously, most of the competing risks methodology was focused on the
cause-specific hazards and, if ultimate interest lies in the CIFs, then inference would
be carried out by integrating the cause-specific hazard functions and the survival
function. There is also some existing work comparing the CIFs of different causes,
such as tests by Aly et al. (1994). However, in this chapter the objective is to
estimate group effects with respect to CIFs of the same cause; hence, the nature of

the comparison is quite different from that of interest to Aly et al. (1994).

This chapter proposes an effect estimate to contrast the population average cumu-
lative incidence under two scenarios: (i) subjects are distributed across groups as
per the existing population and (ii) all subjects are members of a particular group.
In terms of the target quantity, the methods are akin to direct standardization.
The CIF is estimated non-parametrically, using counting processes instead of via
modeling the cause-specific hazards. Inverse Probability of Treatment Weighting
(IPTW) and Inverse Probability of Censoring Weighting (IPCW) are employed to
create comparable empirical covariate distributions across the centers and to account

for censoring, respectively.

The remainder of the chapter consists of the formalization of the afore-listed data

elements and description of the proposed method in Section 3.2. Results from simu-

32



lation studies are presented in Section 3.3 to evaluate the finite-sample performance.
Section 3.4 includes results from the application of the proposed method to address

the motivating question.

3.2 Proposed Methods

Let T; and C; be the event time and censoring time, respectively. The minimum
of T; and Cj is the observation time, X;. Individuals are denoted by ¢ = 1,...,n,
centers by 7 =1,...,J, and cause by k = 1,..., K. The observed event indicator is
A; = kI(T; < C;). The variable for center is A; (4; = 1,...,J), so that if individual
i is in center j, then A; = j and the center j indicator is A;; = I(A; = j) = 1, where
I(-) is the indicator function. The covariate vector is denoted by Z;. A random
sample of size n consists of data {X;, A;,Z;, A;} for i = 1,...,n. The unobserved
counting process for individual ¢ for cause k is N (t) = I(T; < t,A; = k), while the
observed counting process is Ny (t) = [o [(C; > s)dNj,(s) for cause k. Further, we
define N;ji(t) = A;; Nix(t). We assume the 7; and C; are conditionally independent,
given Z; and A;, such that

1 1
im =Pt <T<t+eT;>4,Ci>4,2) =lim Pt < T, <t+€|Ti 2 1, Zy). (3.1)
€ € € €

The cumulative incidence function for cause k is given by

E(t) = P(Ti < t,Ai = k|A; =5, Z;) = E

] dN;;-k<s>] , (3.2)
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which can be interpreted as the cumulative probability that an event of type k
happens by time ¢, taking into account of other events that are competing to occur.

We define the effect of center 5 on the CIF of cause k as follows,

0 (t) = Fj(t) — Fi(1), (3.3)

where Fji,(t) = Ez[Fi(t)] and Fi(t) = Ez[Es[Fiak(t)]]. The effect measure is anal-
ogous to direct standardization, where both expectations are taken with respect to
the marginal distribution of the covariates Z;, instead of the conditional distribution
of the covariates given center j, [Z;|A; = j|. The effect can be seen as terms rep-
resenting an expected value subtracting an observed value, with expectation taken
over the distribution of the centers. The first term is center-specific and represents
what the national average would have been if all patients were subjected to a center
with CIF equal to that of center j. For patients who are not actually observed to be
at center j, this is contrary to fact. The second term is not center-specific, since we
have already taken the expectation with respect to center. It can be interpreted as

the national or overall average CIF.

We now describe how to estimate 0,5 () from (3.3), using the relationship set out in

(3.2). To begin, we consider the case where covariate adjustment does not need to be

*

considered. Since dNNjj;(s) is not observable, it is useful to develop an estimator of

6;x(t) in terms of the observable quantity, Nyjx(t) = [y I(Ci > s) x(s). In the case
of right-censored survival data, the censoring times are unknown if an event of any

type is observed. The often used Inverse Probability of Censoring Weighting (IPCW)
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technique (Robins and Rotnitzky, 1992; Robins, 1993) can be applied to obtain the
unobserved counting process from the observed counting process via weighting. The
IPCW technique weights each observation by the inverse of the survival function for
Cj, conditional on the covariates P(C; > t|A; = j, Z;). We can write E[dN,(s)] =
E[dNx(s)P(C; > t|A; = j,Z;)7'] due to the independent censoring assumption

(3.1) stated above and, integrating both sides over (0, ¢], we obtain

dNij(s)
P(C; > t|A; = j, Z;)

z]k:

An estimator for the CIF for type k in center j is then given by

where Gy;(t) = P(C; > t|A; = j, Z;) with estimator Gy, (t) = exp{—f\icj(t)}. The esti-
mated cumulative hazard for censoring /A\ZC]' (t) is obtained by the proportional hazards
Cozx (1972) model stratified on center, A(t) = Af;(t) exp(a’Z;). The estimate for
the cumulative incidence is based on the observed counting process for events of type

k in center j.

Given the focus on observational studies, confounding is likely to be an issue and the
estimator of the effect may be biased if the differences in covariate distributions are
not taken into account. Inverse Probability of Treatment Weighting (Robins et al.,
2000; Hernan et al., 2000) is a technique that allows valid comparisons to be made

across groups (or treatments) in observational studies by eliminating any group-
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specific covariate patterns in the analysis step. For each individual, IPTW assigns
a weight that is inversely related to the probability that the individual belongs to
his/her actual observed group given his/her covariates values. Thus, if a patient,
given his/her covariate pattern, is unlikely to be in the particular center that he/she is
observed to be in, then that patient’s experience gets more weight. The denominator
of this weight, P(A; = j|Z;) = p;;(0), is assumed to follow the generalized logit

model,

pii(0) | _ g1,
tog {piJ(O)} =%

for j =1,...,J — 1. The proposed estimator of d;;(¢) is then given by

Sy ay [N (3.5)

The first term only uses information from subjects in center j due to the term
I(A; = 7). The subject-specific observed counting process for events of type k,
dNix(s), is weighted by the probability pij(é) so that the resulting empirical covariate
distribution that is used for center j is the same as that of the entire study sample.
The contribution of each individual in center j is also weighted by the inverse of
the estimated conditional censoring survival distribution given the covariate C?ij(t),

which handles the censoring. Thus the first term is doubly weighted by IPTW and
IPCW.

The estimator is non-parametric in the sense that no models are assumed for the
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cause-specific hazards or subdistribution. However, modeling is involved due to the

IPCW and IPTW methods.

The second term utilizes the entire sample by summing through everyone in each
center, and then summing through all of the centers. Each individual’s contribution
to the CIF is weighted by the quantity éij (t) that is also used in the first term. Thus
the second term is an overall average of the observed cause k counting processes of

all subjects in the study weighted by IPCW.

A direct consequence of applying IPTW to the first term is that the resulting em-
pirical covariate distribution used for the first term is the same as the (unweighted)
empirical covariate distribution of the second term. The center-specific first term can
be interpreted as the estimated average CIF if everyone in the sample were at center
j. The second term, which is not center-specific, can be thought of as an estimator

of the overall average CIF.

By (3.4), we can show that

E

Dij Gij(s) - EZ[FZJk(t)]

I(A; = j) / dNi(s)
() /

By known properties of Cox regression, C?ij(t) converges in probability to Gy;(t)
(Anderson and Gill, 1982). Assuming that the center assignment model is correct,
established properties of maximum likelihood imply that pij(é) is a consistent es-
timator for p;;(@). Since the summands are all individuals from center j, they are

independent and identically distributed (i.i.d.) and applying the Weak Law of Large
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Numbers gives

which is the first term of 0, (¢) in (3.3).

Similarly, we can show that

Lo [dNa(s)| |
E ;Azl O/ Gois — By [EalFian(t)]]. (3.6)

In (3.6), there is an additional step where the expectation with respect to the centers

is taken.

3.3 Asymptotic Properties

We describe the asymptotic distribution of Sjk (t) by the following result.

Theorem 3.1: As n — oo,Sjk(t) converges in probability to 0,(t), for t € [0, 7].
In addition, n? {Sjk(t) - 5jk(t)} converges to a Normal distribution with asymptotic

variance E [{¢y(t)}?], where we define dyju(t) = oy (t) + oy (t)+ Ofn(1) + fk(t) -
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{ W)+ o () + ¢§Z)(t)} with

(258;6@) _ djrk(t)IIPTWw)AUeIPTW(H)

oot = E

(0 = [ BIF(t) — Fin(w)] YE () explaT Z)s” (us @)~ MG (u; )

@ _ Ay [dNa(s)
¢€jk(t) - p@j(g> J ng(s) F}k(t)
o0 = |3 A [ep0G(6) ] [ {25} anG,(u a>} AN >]

R = % B A [ exp(AS, (5))ANik(5)Yim(s) | expla Zo)s(?) (u; )
m:lo b
dME (u; a),

where we define

di.(t) = E A”pl]( VZ; ft ANi(5) AT (@)

sa) L

%f) Uﬂ(@)

UIFTW () — ol;(0) aééf) | U(0)
00 | .| .

G| |Ui(6)
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forj=1,...,J —1, with

Ui;(0) = 90, Z; (Ai; — pij(0)) .
ot
IIPTW(O) — _E a 11(9,12
0000
Z11(0) Z1y2(0) Ty,7-1(0)

Ile_l(O) IJ—l,J—l(e)

where for j = 1,2,...,J —1land | = 1,2,...,J — 1 and j # [ we define the follow-

ing:
7,(0) LG exp(Z]6,) B exp(22]6,)
" 06,007 ' |1+ Y0 exp(ZT0,,) (1+ 352 exp(z,Tem))2
= Z7pa(0) {1 - pu(6)}
, exp{ZI (0, + 0,
T0) - WO e p{Zl(6:+6))}

80380211_ ’ {1+27{l;116Xp(Z1T0m)}2
= —Z%pu(0)p;;(0)
dMG(t) = dNG(t) = Yi(t)dAS(t)

$(:8) = B[z e(8iZ)] =012
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Dij (9)]%‘1 (9)
pij<9)pi2(0)

pi;(0)(1 — pi;(0))

I pij(0)pi,;-1(0) |

We can write n? {Sjk(t) - 5jk(t)} =n Ty}, bui(t), where the ¢y;x(t) are indepen-

dent and identically distributed zero-mean variates. Then, Var (n% {5jk(t) — 0k (t)}) =
A — A A 2

E [{¢gjk(t)}2] and an estimator for Var(d;x(t)) is Var(d;x(¢)) = n=2 >}, {qﬁgjk(t)} :

As introduced in Theorem 3.1, the expression for the variance is very involved and,

thus, calculating the estimated variance is quite demanding in terms of coding and

computation. However, the estimator can be calculated very fast using standard

software such as SAS, and so the bootstrap method is suggested for estimating the

variance of the estimate.

3.4 Simulation Studies

We studied the performance of the proposed estimator through simulations from
the competing risks setting with two causes, with cause & = 1 being of inter-
est. The failure times 7};; and Tjo follow exponential distributions with \;;;(t) =

Nojr exp{Bi Zi}, Zi = (Zi1, Zia, Ziz)" where Ag;1 = 0.08 and Agj2 = 0.01. The base-
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line hazards are center- and cause-specific. The censoring was also exponential with
NE(t) = NS exp{a’Z;}, with administrative censoring at ¢t = 10 and baseline cen-
soring hazard A§ = 0.011. There were three covariates: Z; ~ Ber(0y;), Zn|Zn ~
Ber(Zi1091 + (1 — Z;1)02), and Z;3|Zin ~ Ber(Zigbs1 + (1 — Zi5)032), where Ber
denotes Bernoulli distribution with covariate effects implied by ,BlT = [0.4;0.5;0.6],
and B2 = [<0.1;0.3;0.2]. The values of the parameters for generating the covariates
were 01Tj = [0.55,0.75,0.6,0.65,0.5], 021 = 0.55, 055 = 0.45, 03, = 0.45, and 035 = 0.65.
There were J = 5 centers, each with 200 individuals. The bootstrap method was
employed to estimate variability, with 25 bootstrap samples used per replicate. We
evaluated the performance of the estimator at times ¢t = 1,¢ = 3, and ¢t = 5. Simula-
tion results in Table 3.1 are obtained by replicating each data structure 500 times.
At t = 5, on average across the iterations, there were still between 23% and 40% of

subjects at risk across the five centers.

In the first set of simulations, the estimator Sjl(t) performed quite well and has
relatively small bias, as seen in Table 3.1. Although bias was quite low uniformly, it
tended to be larger at later time points (¢t = 5) relative to earlier time points. This
is likely due to the fact that there are more data at the earlier stages of follow-up.
The value of 0, (t) also seems to affect the bias of 6,1 (¢). The larger the displacement
from having no effect, or in other words, the larger the absolute value of d;1(t), the
larger the bias. For example, center j = 1 performs much better than the overall
average, and the bias is larger compared to that of center 7 = 3 which performs at a

level appropriately equal to the overall average.
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Table 3.1: Simulation results using Configuration 1: estimate for effect of center j
on CIF of cause k = 1, with bias, empirical standard deviation (ESD),
bootstrap standard error (BSE), and 95% confidence interval coverage
probabilities (CP).

j t 6,(t) BIAS ESD BSE CP
1 1 007 -0001 0.024 0023 004
3 0.6 -0.008 0.030 0.031 0.93
5 021 -0.018 0.033 0.032 0.90
2 1 004 -0.000 0.023 0.023 0.93

w

0.08 -0.005 0.031 0.032 0.94
) 0.10 -0.015 0.036 0.035 0.91

3 1 0.02 0.000 0.022 0.021 0.93
0.04 0.000 0.031 0.030 0.92
) 0.06 0.002 0.031 0.032 0.94

w

4 1 -0.06 0.000 0.015 0.015 0.93
-0.14  0.009 0.023 0.023 0.92
-0.18  0.019 0.028 0.027 0.89

[S28NGN]

5 1 -0.06  0.000 0.016 0.016 0.93
-0.14  0.005 0.026 0.024 0.93
-0.19 0.013 0.030 0.029 0.91

ot W
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Table 3.2: Simulation results using Configuration 2: estimate for effect of center j
on CIF of cause k = 1, with bias, empirical standard deviation (ESD),
bootstrap standard error (BSE), and 95% confidence interval coverage
probabilities (CP).

j t 6,(t) BIAS ESD BSE CP
1 1 001 -0.000 002 0021 0095
3 004 -0.003 0.031 0.029 0.92
5 0.06 -0.006 0.031 0.032 0.94
2 1 002 0.001 0021 0.031 0.93

w

0.04 0.000 0.029 0.021 0.94
) 0.04 -0.001 0.032 0.031 0.94

3 1 0.001 -0.000 0.020 0.020 0.92
3 0.002 -0.001 0.028 0.028 0.93
5 0.002 -0.001 0.032 0.031 0.94

4 1 -0.02 0.000 0.018 0.019 0.95
3 -0.04 0.003 0.028 0.027 0.93
5 -0.06 0.001 0.028 0.03 0.93

5 1 -0.01  0.003 0.031 0.03 0.93
3 -0.04 0.005 0.019 0.018 0.93
5 -0.05 0.006 0.030 0.031 0.94
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The second set of simulations, shown in Table 3.2, contain center effects of smaller
magnitudes compared to those of the first set. As can be seen, when the effects are
closer to 0, the bias tends to be smaller, consistent with Table 3.1. The coverage
probabilities are also closer to the nominal value of 0.95, though there does not seem

to be a trend of lower coverage probabilities at later follow-up times.

3.5 Application

Data were obtained from the Scientific Registry of Transplant Recipients (SRTR). We
applied our methods to assess each (OPO) with respect to the average probability
that a patient received a kidney transplant, relative to the regional average. For
organ allocation purposes, the 58 OPOs are grouped into 11 regions. We selected
the J = 6 OPOs that comprise Region 10, which contains Michigan. Patients wait-
listed during the last decade (i.e., between January 1, 2000 and December 31, 2009)
were included in the study. The resulting sample consisted of n = 22,685 subjects

from J = 6 OPOs. The observation period ended on December 31, 2009.

Wait-listed patients leave the wait-list due to death, receipt of a kidney transplant,
or being removed. The cause of interest is transplant with a deceased donor, and
the competing risks are removal and death. The adjustment covariates were age,
sex, body mass index (BMI), race, hypertension status, blood type, diabetes, and
panel reactive antibodies. Living donor transplantation was treated as (independent)

censoring, an issue to which we return in Section 3.6. Figure 3.1 shows the trend of
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OPO Effect on Cumulative Incidence of Transplant

0.1 0.2

Effect
0.0

OPO

-0.2
|
ocurwNPR

Time (years)

Figure 3.1: Analysis of SRTR data: Sjl (t) for various t € [0, 5] years post wait-listing,
fory=1,...,6.
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A

0;1(t) over 5 years of follow-up for j = 1,...,6. OPOs 1, 2, and 3 perform better
than expected, while OPOs 5 and 6 perform worse than expected. Interestingly,
for the OPOs with elevated cumulative incidence of transplantation, Sjl(t) increases
early; usually peaking between ¢t = 2 and t = 4 years before dipping slightly during
the last couple years of follow-up. In general, the differences in performance among
OPOs first become larger as follow-up time increases, and then decrease slightly
after year 3, where many of the estimated effects stabilize. The OPOs are sorted
in ascending sample size, with 1,434 and 9,269 patients on the wait-list in OPO
j = 1 and OPO j = 6, respectively. There emerged a pattern where the larger
OPOs performed worse than the smaller OPOs. This could be due to disparities
in organ donation rates across the OPOs. Since donations reflect one aspect of the
OPOQO’s efforts and performance in allocating organs, adjusting for it would attenuate,
perhaps inappropriately, some of the OPO effect. Figures 3.2 and 3.3 are similar to
Figure 3.1, but with a 95% confidence limits for gjl(t) at the selected time points.
OPO 1 was put into a separate figure because its confidence limits overlap with
those of OPO 2. As expected, the confidence limits are narrower at the start of
follow-up and are wider at the end of the follow-up period, due to sparser data at
the later times. In addition, larger OPOs have narrower confidence limits. Figure 3.4
shows the change in Sjl(t) for each time interval for OPO 1. The bars represent the
difference over time in the difference between OPOs. From the start of follow-up to 3
months after start of follow-up, 511(25) increased by 0.07. From the start of follow-up
until year 1, gll(t) is increasing at a decreasing rate. Starting from end of year 3,

311(t) decreases, though still remains greater than 0. Figures 3.5 and 3.6 are similar
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OPO Effect on Cumulative Incidence of Transplant
for OPO 1 with 95% Confidence Intervals

0.20 0.25
| |

Effect

Time (years)

Figure 3.2: Analysis of SRTR data: 11 (¢) with 95% confidence interval for various
t € [0, 5] years post wait-listing.
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OPO Effect on Cumulative Incidence of Transplant
for OPOs 2 to 5 with 95% Confidence Intervals
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Figure 3.3: Analysis of SRTR data: d;1(t) with 95% confidence interval of for various
t € [0,5] years post wait-listing, for j =2,...,6.
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Change in the effect of OPO 1 over time
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Figure 3.4: Analysis of SRTR data: Change in 311(25) over various time intervals, for
t € [0, 5] years post wait-listing.
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Change in effect of OPO 4

Figure 3.5:

Change in the effect of OPO 4 over time
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Analysis of SRTR data: Change in 84 (¢) for various ¢ € [0, 5] years post
wait-listing.
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Change in effect of OPO 6

Figure 3.6:

Change in the effect of OPO 6 over time
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Analysis of SRTR data: Change in 561(15) for various t € [0, 5] years post
wait-listing.
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to Figure 3.4, but for OPOs 4 and 6, respectively. The 341(15) increases at an almost
constant rate from start of follow-up until end of year 4. Then, during year 5 there
is almost no change. From Figure 3.6, the effect of OPO 6 decreases at a decreasing

rate until end of year 4.

Another analysis was also carried out using all J = 58 OPOs in the SRTR. The

results, shown via two figures, are included in Appendix B.

3.6 Discussion

In this chapter, we develop methods for comparing subgroups to the overall average
based on cumulative incidence. The cumulative incidence itself is estimated non-
parametrically, while being weighted by IPCW and IPTW semi-parametrically and
parametrically, respectively. The effect of each subgroup on cumulative incidence
is quantified as the difference between the subgroup-specific cumulative incidence
and the overall average. For each subgroup, patients are inverse weighted to reflect
the marginal covariate distribution, while the marginal covariate distribution is used
explicitly in the computation of the overall average CIF. Simulation results indicate
that the proposed method has negligible bias with empirical coverage probability,
based on bootstrapped standard errors, being approximately equal to (although,
persistently, slightly below) the nominal value. The method is applied to registry
data to identify Donation Service Areas in Region 10 that are under-served with

respect to deceased-donor kidney transplantation.
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Similar to direct standardization, methods proposed in this chapter use the marginal
covariate distribution in measuring the group effect. Therefore, it is valid to compare
0;1(t) across different values of j. Comparing 4,1 (t) across OPOs would not be valid
if indirect standardization was used, which involves the covariate distribution given
a particular subgroup. The method described can be useful to a governing or regu-
latory body that wants to make direct comparisons between groups. In applying the
proposed methods, an issue is the possibility of unstable weights. This was more of a
concern for the IPTW than for IPCW, since we do not expect the covariates to have
very strong effects on censoring. A simple stabilizer based on the proportion of total
subjects in each OPO did not improve the estimation and precision of the estimator
noticeably. The simulation results indicated that the bias and confidence interval

coverage probabilities are acceptable without any stablization for the IPTW.

The IPCW is semi-parametric efficient since it is based on the partial likelihood. The
IPTW is based on the maximum likelihood, and is therefore efficient. Therefore, this
method should not lose much efficiency compared to using the cause-specific hazards

(which is also estimated efficiently by Cox regression) to model the CIF.

The methods outlined in Fine and Gray (1999) can be applied to compare subgroups
by using indicator functions to represent each subgroup, giving the subdistribution
hazard ratios. In the example of the SRTR data used in this chapter, one OPO
would have to be selected as the reference, lending the coefficients to meaningful
interpretation. Using this approach, proportionality of hazards across the OPOs

also needs to be plausible. Thus, the methods proposed in this chapter are more
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flexible in that no proportionality needs to be assumed. Another possible approach
to apply Fine and Gray (1999) to the set up of interest in this chapter would be to
stratify by group, then average the resulting fitted values. An advantage of Fine and
Gray (1999) may be efficiency gains due to more parametrization compared to the

methods in this chapter.

We considered living donor transplantation as independent censoring since it can be
argued that living donors do not reflect either positively nor negatively on the effort
of the OPO to obtain and allocate kidneys. This is because most living organ donors
know their recipients, being either a relative or friend, and thus are specifically
donating the kidney for that recipient. Therefore, the recipient of a living donor
transplant is not determined by the OPO. That said, it is possible that, in OPOs
with low rates of deceased-donor transplantation, patients have increased motivation
to seek out a living donor. If this were the reality, it may be more appropriate to
treat living donor transplantation as a competing risk. Another possibility would
be to treat living donor transplantation as dependent censoring, which would fall

outside the scope of the methods proposed in this chapter.
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CHAPTER IV

Semi-Parametric Methods for Modeling the

Subdistribution Hazard using Multiple Imputation

4.1 Introduction

In many biomedical studies, interest lies in the relationship between certain factors
and the time until a particular event. Often, the subject is at risk for several mu-
tually exclusive health outcomes, one of which is of chief interest. For example,
consider an observational study that tries to identify factors correlated with cancer
recurrence. Patients in that study can also experience death and, if so, cancer recur-
rence cannot subsequently occur. Since recurrence is of chief interest, death serves
as a competing risk, which may be of at most secondary interest to this study. In
these cases, standard survival analysis methods are not appropriate and methods
that account for competing risks are required for valid inference. A popular quantity

in the competing risks landscape is the cumulative incidence function (CIF), which

o6



is the probability that a particular outcome occurs by a certain time, in the presence
of other events which compete to occur (Kalbfleisch and Prentice, 2002). Another
important quantity in the competing risks setting is the cause-specific hazard (CSH),
which is the hazard of a particular event occurring at a certain time ¢, conditional

on being at risk (i.e., have not experienced any cause) as of time ¢.

A frequently employed method of estimating the CIF involves estimating the cause-
specific hazard for each cause, then using the relationship between the CSHs and the
CIF to obtain an estimate of the latter. Nonetheless, there has been some work in
the competing risks literature where the focus was on estimation of the CIF without
explicitly estimating the CSHs. For example, Gray (1988) proposed tests comparing
group-specific cumulative incidence functions via the subdistribution hazard. Pepe
(1991) developed methods for the estimation and inference of the Kaplan-Meier sur-
vival function (Kaplan and Meier, 1958) and cumulative incidence function as sums
of independent and identically distributed random variables. Two sample tests were
also introduced, along with the asymptotic null distribution of the test statistics.
Fine and Gray (1999) developed methods that involve applying a regression model
to the subdistribution hazard for the cause of interest. This approach allows the
covariate effects on the cause of interest to be evaluated without having to consider
models for the causes not-of-interest. The method involves a variant of Inverse Prob-
ability of Censoring Weighting (IPCW; Robins and Rotnitzky (1992)), which may be
computationally intensive using standard software. In particular, fitting the model
using standard Cox regression (Cox, 1972) software would often involve expanding

the original data set to include separate records for each subject at each time the
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weight changes. In addition, the estimates may be unstable due to the possibility of

large weights, a phenomenon familiar to IPCW.

In addition to the method of Fine and Gray (1999), other methods have been de-
veloped for subdistribution regression. Scheike et al. (2008) proposed a binomial
regression method that directly models the CIF. Procedures for estimation and in-
ference were presented for time-dependent effects. Recently, Klein and Andersen
(2005) also developed methods for direct regression on the CIF using pseudovalues

based on a jackknife statistic.

Censoring-complete data are observed when the event times are subject to censor-
ing, but the censoring times are all known. In such cases, even when a subject’s
failure time is observed (and, hence not censored), the potential censoring time is
still known for that subject. Censoring-complete survival data arise when there is
only administrative censoring and no random censoring caused by loss to follow-up.
An example of a setting which would generate such data would be a clinical trial
where patients are followed very closely, so that no patients are lost to follow-up.
For instance, the trial may be designed so that the patients can enter at different
chronological times, but the trial ends on a pre-determined specific calendar date
upon which follow-up ends for all patients. Thus, even if an event is observed, the
potential censoring time is still known through its correspondence to the planned end
date of the trial. As another example, consider a study that follows patients who
are hospitalized, with death while hospitalized or discharge from the hospital being

the two events that compete to occur. Since the patients are hospitalized, they will
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not be lost to follow-up. Censoring-complete data arise from this setting if the end
of study date has already been decided at the start of the study. Even if an event
were observed, the potential censoring time (i.e., the planned end of study) is still

known.

Although censoring-complete data are more convenient, most real-world applications
involve random loss to follow-up. Fine and Gray (1999) framed their inverse weight-
ing method as the replacement of an unobserved indicator function by a weighted
quantity with the same expectation. Although the method proposed by Fine and
Gray (1999) involves IPCW, the use of the inverse weight is motivated by consider-
ations very different from the IPCW methods used for dependent censoring (Robins
and Rotnitzky, 1992). However, the inverse weighting used in subdistribution haz-
ard modeling shares the considerable added computational burden with other time-
dependent weighting methods. For this reason, it would be desirable to have an

alternative to inverse weighting.

In the context of proportional hazards modeling of the subdistribution function, one
advantage of censoring-complete data over ordinary censored data is that standard
software can be applied without a weight function. Multiple imputation is a tech-
nique that can be used when the analysis dataset contains missing, incomplete data
(Little and Rubin, 2002; Rubin, 1987). The imputation procedure essentially replaces
the missing data with imputed values so that the resulting dataset, called an aug-
mented dataset, is complete. The missing data are generated independently using

the same procedure multiple times, creating a set of augmented datasets. Usually
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between five and ten augmented datasets are enough to provide acceptable results.
The analysis is done on each augmented dataset separately. Valid parameter es-
timates and corresponding standard errors can be calculated by combining results
across augmented datasets, with an additional step for the variance estimator due to
variability introduced by the multiple imputes (Little and Rubin, 2002). The imputes
can be drawn from distributions that are estimated by parametric or non-parametric
methods; for example, Rubin (1987) uses imputation to analyze data obtained from

surveys, which often contain missing data.

In standard univariate time-to-event data, multiple imputation has been used in cases
with missing failure times due to censoring. For observations that are censored, the
imputed value replaces the censoring time. Thus, the imputed value represents what
failure time would have been observed if censoring did not occur. Taylor et al.
(2002) developed non-parametric multiple imputation procedures with the end goal
of estimating and testing survival functions. The imputed time replaces the censored

time, creating a new dataset where failures are observed for all subjects.

The motivating example for this chapter is based on kidney transplantation. In the
United States, a patient who is in need of a kidney transplant is included on a waiting
list that is maintained by an organ procurement organization (OPO). The patient,
while on the wait-list, also faces death and being removed from the wait-list for being
of very ill-health. If either removal or death occurs, the patient will not receive a
transplant. Thus, in the context of our motivating example, the cause of interest is

receiving a kidney transplant while on the wait-list, with the competing risks being
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pre-transplant death and removal from the wait-list.

Our interest in this chapter primarily lies in determining the covariates that correlate
with receiving a kidney transplant. Specifically, since blood type affects the likelihood
of being matched with a donor kidney, it has been suggested that certain blood
types place a patient at a disadvantage in terms of the probability of receiving a
transplant. This has been referred to as the type O problem (Barone et al., 2008;
Stanford et al., 2008; Glander et al., 2010) since patients with type O blood can be
donors for all other blood types but can only receive an organ with blood type O.
Note that the set up in this chapter is different from those mentioned above, in that
we are working with individuals who are exposed to more than one cause of failure
and we will not observe the censoring time if an event (of any type) has happened.
Thus, from the perspective of censoring-completeness, the would-be censoring time
for an observation can be considered as missing data and one option is to impute
the unobserved censoring times. In this case, failure times for causes not-of-interest
would be replaced by an imputed censoring time. Thus, because of the competing
risks setting, the censoring time is considered missing in this chapter; whereas in the

examples two paragraphs ago, the failure times were the missing data.

Our proposed method has similarities to the imputation algorithm developed by
Schaubel and Zhang (2010), where imputation aided in the estimation of treatment
effects on the marginal recurrent event mean. Values of unobserved censoring times
were imputed for the patients who were observed to die. Ruan and Gray (2008)

developed a similar method to the one proposed in this chapter, specifically, imputing
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censoring times for observations that experienced a competing event. However, the
censoring distribution was estimated via Kaplan-Meier methods (Kaplan and Meier,
1958), thus assuming that censoring is not affected by the covariates. A more flexible

approach would be to let censoring depend on the covariates.

In this chapter, we propose methods that use imputation to create censoring-complete
data from a standard right-censored survival setting with competing risks. For ob-
servations that experience a competing risk, a time is imputed which represents the
would-be censoring time if the competing risk had not been observed. The imputa-
tion will incorporate information from the covariates with a Cox model assumed for
censoring hazard. We also use an interpolation method to reflect the continuity of

the assumed baseline hazard for the censoring variable.

The remainder of the chapter is structured as follows. Section 4.2 sets up the notation
and introduces the imputation method and interpolation technique. Section 4.3
presents simulation results to assess the performance of the imputation procedure in
finite samples. Section 4.4 presents results of the proposed method applied to the

motivating example and Section 4.5 completes the chapter with a discussion.
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4.2 Proposed Methods

4.2.1 Set-up and Models

We begin by formalizing the data structure and assumed models. Let T; and C; be
the event and censoring times, respectively, for individual 7 (i = 1,...,n). Cause will
be denoted by k (k =1,...,K), and let A; = kI(T; < C;), where I(+) is the indicator
function. The observation time is defined as X; = T; A C;. Thus, the observed data
consist of {X;, A;,Z;}, where Z; is a vector of covariates which is assumed to be time
constant. The at-risk indicator is given by Y;(t) = I(X; > t) and the counting process
for subject i cause k is denoted by Ny (t) = I[(X; < t,A; = k). For concreteness, the
rest of this chapter we will take &k as the cause of interest. We assume that T; and C;
are conditionally independent given Z;, and that the time scale is continuous. We

also assume proportional hazards for the censoring variable,

XC(t) = XS (1) exp(” Z,). (4.1)

The proposed method is an alternative to inverse weighting for fitting the propor-
tional subdistribution hazards model proposed by Fine and Gray (1999), who de-
veloped methods for directly testing the effect of covariates on the subdistribution
hazard. Fine and Gray (1999) posit that, in the case of censoring-complete compet-
ing risks data, unweighted methods can be applied to fit their model. With standard

right censored data, the censoring times are not known if a competing event has
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occurred. To estimate the proportional subdistribution hazards model proposed by
Fine and Gray (1999), we create imputed datasets that are then censoring-complete.
We consider the censoring times for the subjects that were observed to experience one

of the competing risks as missing data and impute potential censoring times.

The CIF is defined as Fi(t) = P(T; < t,A; = k|Z;) and typically expressed as
Fi(t) = JEN%(5)S;(s)ds, where S;(t) = P(T, > t|Z;). The quantity Fj(t) represents
the probability that an event of type k has occurred by time ¢, allowing for the
presence of competing events (Kalbfleisch and Prentice, 2002); while M () is the
cause-specific hazard (CSH),

1
A (t) = lim SPE<T, <t+e N =KX, >t 7). (4.2)
€ €

Gray (1988) defined the improper random variable

T = TI(A; = k) 4+ ool (A; # k),

1

which has the associated risk set I(T; > t U {T; > t,A; # k}). The variate T is
not proper because if a subject experiences a competing event, the failure time due
to the event of interest is infinity. Fine and Gray (1999) extended the risk set to

incorporate the presence of censoring,

Ri(t)=I(X;>tU{T, <t,A £k Cy> 1))
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The subdistribution hazard as defined by Fine and Gray (1999) is given by

d
Air(t) = 7 log {1 — Fie(t)}
LSk
1= Fu(t)
1
= lim — < T _ > < , S ,
lim P (ST <t dt A= kX 2 tU{T S 60 £, G2 1), Z).

The improper random variable creates an improper risk set in the subdistribution
hazard since if a competing risk has already occurred, it is still considered at risk
for the event of interest. In the standard survival set up, I(X; > t) is the risk-set
indicator. Therefore, the individual is defined to be at risk until the occurrence of the
earliest of any event or censoring. In this improper risk set, the at-risk indicator R;(t)
considers the individual to be at risk until the event of interest or censoring happens,
so that being censored removes an individual from the risk set for experiencing the
event of interest, but experiencing a competing event does not. Thus, if a competing
event has occurred, the individual is defined to be at risk even though the event of

interest will never happen.

The proportional subdistribution hazard model for the event of interest k£ proposed

by Fine and Gray (1999) is

i (1) = Aok (t) exp(B}, Zi), (4.3)

where B, serves as the parameter of interest and Ao (t) is an unspecified baseline

subdistribution hazard. From Fine and Gray (1999), the estimating function for
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censoring-complete data is

n n . . Try
/ [Zi B 22321 Yik(s)Z; exp{ Bk Z]} dNy(s), (4.4)
0

Uk(B) = 2. =1 Yii(s) exp{B{Z;}

i=1

where Y (t) = I(C; > t){1 — Ny (t—)}. The equation in (4.4) can be used only
when C; is known. If not, a variant of IPCW has been suggested (Fine and Gray,
1999). As an alternative to inverse weighting, we propose imputing the unknown C;

through a procedure that we now describe.

4.2.2 Imputing Censoring Times

The censoring times can be considered as a special case of missing data. One often-
used method for dealing with missing data is multiple imputation (Rubin, 1987),
where procedures impute censoring times for the observations which experienced a
competing event (i.e., an event not-of-interest). In the context of an observational
study, it is quite possible that covariates affect censoring. Therefore, we incorporate

covariate information when imputing censoring times.

The censoring-complete data consist of {Z;, X", A;}, for i = 1,...,n and m =
1,..., M, with
Xt=1(A=k) - X; +I(A;=0)- X; + [(A; # kA #0)-C,

2

where C!" is the mth imputed censoring time for subject ¢+ and M indexes the aug-
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mented dataset. Thus a censoring time is imputed when the subject experiences a
competing risk. If the subject experienced the event of interest or was censored, then
no values are imputed for that subject since the observed data are already considered
complete in such cases. From the censoring-complete data perspective, a competing
event is classified as censored. If an individual experiences an event [ # k at time
T;, then that individual is still considered to be at risk for the event of interest until

its imputed censoring time, C".
The following steps detail the imputation procedure.

1. Take a bootstrap sample, with replacement, of the original observed data. Esti-
mate the distribution of the censoring variable by fitting a Cox (1972) proportional
hazards model on the censoring times, A% (t) = S (¢) exp(aTZ;). In this censoring
model, all observed failure events are considered to be ‘censored’; since the time of

interest is considered to be C}.

2. Suppose subject i is observed to experience a competing event (A; = [, where
I # kand [ # 0) at time 7;. Randomly draw C from G;(t; T}), where

G:()I(t > T;)

Gt T) = P(C > 1G> T, 2, T) = == o

with Gy(t) = P(C; > t|Z;) = exp{—A{ (t)}. The quantity G;(t;T;) is the conditional
survival function for censoring given the censoring time is greater than T; and A{ (¢) =
JiA¢(s)ds. We use the conditional survival distribution instead of the marginal

survival distribution to take into account of the fact that, although the exact value
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of the censoring time is unobserved, C; is known to be greater than 7}, the observed

failure time.

Instead of using a step function to estimate the baseline cumulative censoring hazard
function, we use a linear interpolation based on the step function. This approach
is thought to more accurately reflect the true baseline hazard function, since it is
unlikely that the true censoring hazard function is a series of fnon-zero values at the

observed censoring times and zero elsewhere.
The following steps describe the linear interpolation:

2A. Let s; and s, be censoring times such that s; < T; < s and no other censoring

occurs between s; and so. Then, calculate Ag(Tl) as follows,

A~ A

~ n AC —_ A¢
AS(T) = G (o) + (7 — sy RS0 0)
2B. Compute
Ro(t?) = —log {[1 — U] exp (— AS(T)) exp(ézTZi))}
o exp(a’'Z;) ’

where U; is a random draw from a Uniform(0,1) distribution.

2C. Suppose that AS (1) < AS(t) < AS(t5) where ¢, and ¢, are times when censoring

has occurred and that no censoring occurs between t; and t5. Then the imputed
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censoring time for subject 7 is

§(tr) — A§(t
C{”:t1+(t2—t1)ﬁc<l) Ag(l).
AG (t2) — AG (t)

3. To generate one imputed dataset consisting of {Z;, X", A;},i = 1,...,n, repeat
Step 2 for all subjects who experience a competing event. This dataset only contains
the event of interest and censoring, resembling the univariate survival setting with

no competing risks.

4. Apply methods for subdistribution hazard regression to the resulting dataset,
{Z;, X", A;},i = 1,...,n. We fit the model proposed by Fine and Gray (1999) by
using standard software for fitting Cox proportional hazard models to estimate 3}

as the solution to U*(8) = 0, where

nop j 115 7 (5)Zj exp{ }
5l T i |

with Y7 (t) = I(C™ > t)(1 — Nu(t—)). An estimator of V(B, ) is given by the

estimated covariance matrix

- [Z p { L ZERYI(t) exg(BwTZj
j= 1Yﬁ?( ) exp(By)TZ;

_ze, Bk)} dNik(t)] _ )

Z(t§ /Bk) =

o1 2 z;cn(t) exp( ZZZ)
i1 Y;Zl(t) eXP(ﬁ;}FZi)
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The event of interest is I(A; = k).

5. Repeat Steps 2 through 4 a total of M times, to produce M sets of parameter

A1 A M ~ 1 ~ M
estimates {f8,, ..., 8, } and covariance estimators {X,,..., %, }.

4.2.3 Inference Procedures

Results from the M imputed datasets are then combined according to appropri-
ate procedures for imputed data to provide the relevant estimates and inference.
Specifically, the well-established variance formula of Rubin (1987) was developed for
proper imputation and can then be applied in our set up. The parameter estimate
will be the mean of the parameter estimates from Step 1 across the M augmented
datasets,

1 M

Bk:M Bk

m=1
The variance estimator is calculated by combining the within- and between-imputation
variation as follows,

1 & om 1 1 & m @2

W 7 (B = B4)

m—1 =

m=

Note that the imputation steps proposed in this chapter randomly draw from the
estimated censoring distribution, G;. Standard imputation requires that the imputed

censoring times are drawn from the asymptotic distribution of the censoring distri-
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bution. Our imputation scheme introduces additional variability, which comes from
the estimation of the censoring distribution. Therefore it is necessary to develop
a variance estimator that takes into account this additional variability. Instead of
drawing from the distribution of the censoring variable, we bypass the parametriza-
tion aspect by using the bootstrap method by drawing with replacement from the
observed data. The parameter coefficients resulting from the bootstrap datasets are

used as the draws in a proper imputation.

4.3 Simulation Studies

Simulation studies were carried out to evaluate the performance of the imputation
procedure in finite samples. Data were generated according to the structure de-
scribed in the simulation study of Fine and Gray (1999), except instead of using two
covariates, we used three binary covariates. There are two causes of failure, with
cause k = 1 serving as the cause of interest. The cumulative incidence function for

cause k =1 is given by
P(T, < 1.8 =11Z) = 1= {1 = p[1 - exp(-=)]}"" %,

where p € (0,1) and with p = P(A; = 1|Z; = 0). For events of cause k = 2,
the conditional cumulative incidence function is given by P(T; < t|A; = 2,Z;) =
1 —exp™ exp(B1 Zi) t, which is an exponential distribution with rate exp(83 Z;). The

covariate vector was specified as Z; = [Z;1, Ziz, Zis)*, where Z;; ~ Ber(0,), Zip|Ziy ~
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Ber(Z;1021 + (1 — Z;1)092), and Z;3|Z;s ~ Ber(Zio031 + (1 — Zi2)032). The values
of the parameters are 6; = 0.05,0; = 0.55,059 = 0.45,035; = 0.45, and 03, = 0.65.
Censoring is dependent on the covariates and follows an exponential distribution with
M (1) = NS exp(a1 Z1 + aoZy + a3 Z3), with A§ = 0.09. The administrative censoring
is set at £ = 10 and M = 10 imputes were used. Several configurations were included,
where the extent of the censoring and cause k = 2 events were varied.

Table 4.1: Simulation results for proposed estimator for five configurations, with bias,

asymptotic standard error (ASE), empirical standard deviation (ESD),
and 95% confidence interval coverage probabilities (CP).

Configuration True value BIAS ASE ESD CP
1 Censored: 15.3 % | S 0.2 0.032 049 046 0.95
Event 1: 57.6 % | Bro 0.3 0.014 0.21 0.19 0.96

Event 2: 271 % | B3 0.4 -0.006 0.22 0.20 0.98

2 Censored: 15.0 % | B 0.4 0.018 0.45 0.46 0.94
Event 1: 59.4 % | Pz 0.3 0.009 0.21 0.18 0.97

Event 2: 25.5 % | P13 0.46 0.003 0.22 0.20 0.96

3 Censored: 14.1 % | B 0.5 -0.000 0.43 0.42 0.95
Event 1: 64.2 % | B2 0.4 -0.001 0.20 0.19 0.96

Event 2: 21.7 % | Pis 0.65 0.017 0.21 0.19 0.96

4 Censored: 32.2 % | 11 0.5 -0.040 0.47 045 0.96
Event 1:  50.8 % | Sz 0.4 0.004 022 021 0.97

Event 2: 171 % | Bis 0.65 0.019 0.23 0.22 0.95

5 Censored: 9.1 % | Bn 0.5 0.023 0.41 0.41 0.95
Event 1:  67.9 % | P12 0.4 0.017 0.19 0.20 0.95

Event 2:  23.0 % | fis 0.65 0.005 0.20 0.19 0.96

Table 4.1 summarizes the performance of the proposed parameter estimators. The
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bias of the estimated coefficients is generally quite low. As the percent of observations
that were censored increased, the bias increased slightly. The coverage probabilities
generally attain and sometimes exceed the nominal value. The percent censored may
affect the imputation since the censoring distribution is estimated from the observa-
tions that were censored. In addition, the percent of observations that were of cause

= 2 also affected the bias. The more cause kK = 2 events, the more imputations

need to be made, which could affect the accuracy of the resulting estimate.

4.4 Application

We applied the proposed method to kidney transplant data from the Scientific Reg-
istry of Transplant Recipients (SRTR). Patients who were waitlisted at any of the 6
OPOs in Region 10, which contains Michigan, were eligible to be included. The final
study sample consisted of the n = 22,685 patients who were wait-listed for a kid-
ney transplant between January 1, 2000 and December 31, 2009. We are primarily
interested in the probability of receiving a transplant from a deceased donor, with re-
moval from the wait-list and death on the wait-list as competing risks. The covariate
vector contained terms representing OPO, age, sex, body mass index (BMI), race,
hypertension status, blood type, diabetes, and panel reactive antibody. Since there

were six OPOs, five indicator variables were used to estimate the OPO effect.

The reference categories are OPO 6 for location, glomerulonephritis for the primary

renal disease diagnosis, between 25 and 30 for BMI, female for sex, Caucasian for
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Table 4.2: Analysis of SRTR data using proposed method with M = 10.

Covariate Mean, Parameter P-value Hazard Ratio
n, %  estimate
Age at listing 48.1 -0.008 < 0.001 0.99
Panel reactive antibody 17.9 -0.008 < 0.001 0.99
Location:
OPO 1 1434 0.43 < 0.001 1.53
OPO 2 1551 0.70 < 0.001 1.99
OPO 3 2420 0.27 < 0.001 1.32
OPO 4 3462 0.60 < 0.001 1.81
OPO 5 4549 -0.02 0.54 0.97
OPO 6 9269 0 - 1
BMI
Less than 20 5.2 % 0.01 0.059 1.11
20 to 25 26.5 % 0.03 0.30 1.03
25 to 30 32.5 % 0 - 1
30 to 35 232 % -0.12 < 0.001 0.89
Greater than 35 12.6 % -0.34 < 0.001 0.71
Primary renal disease diagnosis:
Polycystic kidney disease 7.7 % 0.08 0.22 1.09
Diabetes 14.7 % 0.17 0.004 1.19
Hypertension 179 % 0.05 0.43 1.05
Other diagnosis 54.4 % 0.08 0.16 1.08
Glomerulonephritis 5.28 % 0 - 1
Sex:
Male 59.5 % -0.02 0.44 0.98
Female 40.5% 0 - 1
Race:
African American 30.4 % -0.23 < 0.001 0.79
Hispanic 2.6 % -0.08 0.28 0.93
Asian 1.6 % 0.01 0.90 1.02
Caucasian 64.9 % 0 - 1
Blood type:
Blood type A 30.8 % 0.33 < 0.001 1.38
Blood type AB 3.7 % 0.71 < 0.001 2.02
Blood type B 13.8 % -0.06 0.67 0.94
Blood type O 46.7 % 0 - 1
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race, and type O for blood type. From Table 4.2, age at listing, BMI greater than
30, panel reactive antibody, and being African American have significant negative
effects on the overall probability of receiving a kidney transplant. Being in OPO 1
through OPO 4, being diagnosed with diabetes, and having blood type A or AB have
significant positive effect on the overall probability of receiving a kidney transplant.
The effects of being in OPO 5, male, being Hispanic, and having blood type B,
although negative, are not significant, while the effects of being Asian, BMI less
than 25, being diagnosed either with polycystic kidney disease, hypertension, or any

other primary renal disease diagnosis are positive but not significant.

To revisit the motivating question, compared to individuals with blood type O, those
with blood types A or AB are significantly more likely to receive a kidney transplant,
after adjusting for relevant covariates. Interestingly, those with blood type B actually
have a lower probability of receiving a transplant compared to those with type O,
though this advantage is not significant. Thus, we do have evidence that patients
with blood type O are disadvantaged in terms of kidney transplantation, relative to

types A and AB.

4.5 Discussion

In this chapter we present a method of creating censoring-complete data from right-

censored survival data by imputing potential censoring times for the subjects ob-

served to experience a competing risk. Censoring-complete data do not occur very
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frequently in biomedical data since random loss to follow-up is often present. How-
ever, by generating censoring-complete data, the subdistribution hazard models pro-
posed by Fine and Gray (1999) can be fitted without inverse weighting. The imputed
time is drawn from the conditional survival function of the censoring random vari-
able given the censoring time is greater than the observed time of the competing risk.
The cumulative baseline hazard function is estimated by interpolating the values at
which events of interest occurs, presumably more realistically reflecting the true form

than a step function.

The procedures outlined in this chapter allow for the imputation step to incorporate
the effect of the covariates. The variance is estimated by Rubin’s method (Rubin,
1987), with its application justified by obtaining parameter estimates by bootstrap-
ping the observed data. The simulation results demonstrated that the point estimator
has relatively small bias and that the variance estimator provides confidence inter-
vals with satisfactory coverage. The performance of the proposed method was found
to be consistent across various percentages of censoring and percentages of events

not-of-interest.

The imputation procedures described in this chapter consider the would-be censoring
time as missing data and impute censoring times for subjects observed to experience
a competing risk. In most cases where multiple imputation techniques are applied
to univariate survival data, event times are imputed for censored observations and

the potential event times are considered to be missing data.

The methods presented in this chapter can be thought of as a generalization of
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methods developed by Ruan and Gray (2008). A difference between the two methods
is the way in which the censoring distribution is estimated. This chapter proposes
a Cox regression model, hence allowing censoring to depend on covariates, whereas

Ruan and Gray (2008) uses the Kaplan-Meier estimator.
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CHAPTER V

Conclusion

This dissertation develops three methods for the competing risks data structure,
which arises naturally in organ transplantation as well as numerous other biomedical
settings. The patient experience while on the wait-list for kidney transplantation
provides the motivating medical application area for this dissertation, and we apply
each of the proposed methods to data from the Scientific Registry of Transplant Re-
cipients (SRTR). In this context, a patient is entered into a wait-list when he/she has
a need for a kidney transplant and is determined to be healthy enough to undergo the
transplant surgery. While on the wait-list, a patient can experience death, removal
(due to the deterioration of health), or receipt of a transplant. If either death or

removal from the wait-list occurs, then a transplant cannot occur.

This dissertation focuses on the cumulative incidence function (CIF), which has re-
ceived a fair amount of attention in survival literature in recent years. The cumulative
incidence can be thought of as the probability of a particular event occurring after

taking into account the possibility of competing events. The first two methods aim
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to compare subgroups with respect to the cumulative incidence of the event of chief
interest. The methods are designed for observational studies, in which the factor
defining subgroups is not randomized. The third method imputes censoring times,
so that unweighted methods can then be applied for parameter estimation. Large
sample properties are derived and simulation results are carried out for each of the

proposed methods.

In Chapter II, we established a method that compares group-specific CIFs. The
cause-specific hazard of each cause is modeled through Cox regression, stratified by
group. Subsequently, the CSHs are combined to provide an estimated CIF for the
cause of interest. Averaging the CIF fitted values provides an estimate of the average
cumulative incidence given the patient profile of a particular group. Analogous to
indirect standardization, the effect estimate for a particlar group captures the differ-
ence between the scenarios where patients from that group are (i) actually members
of that group, versus (ii) members of a hypothetical group that reflects the overall

average cumulative incidence.

Chapter III developed a method with a similar goal to Chapter II, but employing
direct standardization. Thus, the key comparison is between the current overall av-
erage, and what the average would be if all subjects were in fact members of the
index subgroup. Estimators of group effects on cumulative incidence are nonpara-
metric and based on a weighted version of the counting process for the event of
interest. In particular, Inverse Probability of Censoring Weighting (IPCW) is em-

ployed due to the presence of right censoring, while Inverse Probability of Treatment
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Weighting (IPTW) is used to account for differences in covariate distributions across

groups.

In Chapter IV, we developed a multiple imputation approach to analyzing competing
risks data, through which factors affecting cumulative incidence of the cause of inter-
est can be identified. A censoring-complete dataset is created by imputing censoring
times for subjects who were observed to experience a competing event. The Cox
proportional hazards model is then used to estimate the censoring distribution that
provides the potential censoring times. Methods developed for the subdistribution
hazard can be applied, with a specific example being the proportional subdistribution

hazard model developed by Fine and Gray (1999).

Chapters IT and I1I propose approaches to estimate group effects. There are not many
existing methods that compare covariate-adjusted group-specific CIFs, and the meth-
ods in these two chapters make a contribution in such settings with direct and indirect
standardization. In Chapter IV, we have developed a covariate-adjusted computa-
tional technique for competing risks data that may be preferable to other methods
involving inverse weighting. The inverse weighting procedures are computationally

intensive and the weight changes as a function of time for each individual.

In Chapters II and III, we have used the bootstrap method to estimate the vari-
ability of the point estimators. Another option would be to program the respective
theoretical variances. Since this would be very computationally intensive, it may be
possible to ignore some terms that can be empirically demonstrated to be negligi-

ble. For example, the terms associated with the variability of the IPTW and IPCW
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in Chapter III may be relatively minor compared to the variability of the counting
process elements. Additionally, in Chapter IV, it would be desirable to devise a
technique to sample from the joint distribution of B and Ag in the imputation step.
This may save computation time compared to the currently proposed bootstrap (the

latter being infinite dimensional).

We used the Cox proportional hazards model to model the cause-specific hazards
in Chapter II, and to model the censoring distribution in Chapters III and IV. The
Cox model was chosen due to its flexibility and widespread popularity. However, it
is possible that the covariates act additively, as opposed to multiplicatively, in which

case the additive hazards models of
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APPENDIX A

Proof of Theorem 2.1

To begin, we review the essential notation. The models assumed for the cause-
specific hazard are given by \jx(t) = Aojr exp{ B} Z;} and the risk-set and counting

process-related quantities are as follows:
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I(X; <t)Ay

N (t)I(A; = j)

L (077 exp(12)
=1

E Yy (1)Z3 exp(BZ:)]

Ry (t: By)

RY(t; 8

0 (4 B

(4 By

ANyi(t) — Vi (t)dAL,(2).

The processes M;;x(t; 81), k = 1,2 are martingales with respect to the filtration

Fij(t) = o {Yi;(s), Z;;s € (0,t]}.

The proof of Theorem 2.1 revolves around asymptotic expansions of the following

quantities.

L. n%(Bk — B)
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For the remainder of the proof, we assume k is the cause of interest.

[1] n2 (B, — By)
By a Taylor expansion of Uy(8) around S,

U(Br) — Un(B)) = ag;{ [Uk(B)]g, By — By)
(B~ Bi) = LM (Byn =U(By)

kal(/@k)nfé Z Uir(By) + 0p(1),

where

Un(B) = Y [{2Z:—2,(t: B} dMiu()
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and

Zi(By) = E

Lo (P8,
;O/{W;_Zj(t;ﬂk)m dNiji(t) | -

The result follows from standard Martingale theory; e.g., as described in Fleming

and Harrington (1991).

2] n2 {A(6) — AT (D)}

We decompose the quantity as follows,

A

nt (A0 — A} = 0 {RE (6 B — ALt By))

+nz {Af(t 8 — A8} (A2)

Since Agg,ﬁ(t) is the Breslow-Aalen analog of Agzk(t), we adapt results derived for
the Breslow-Aalen estimator (Fleming and Harrington, 1991). From this perspec-

tive,
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Taylor expanding the function /A\Z)ﬁ-k(t; B ) around B, yields

A A

AF(t: By =

9
0B

0

98, /A\g;k(ﬁ /Bk)

B

(s

j\é;k(t;ﬁk) +

A

(B — Bs)

B

A#jk(tQ Bk)

9
0B,

n2 (B, — By) + 0p(1). (A.3)

Ag;k(t% /Bk)

B

RY(s; 8,) 7" dNyji(s)

1 dNUk(S>
; Br) =1 R§?€)(S; By)

The vector Z;(s; By, SR z;(s; B;) by repeated applications of the Continuous Map-

ping Theorem (CMT). In addition, /A\g’;k(t;ﬁk) REN Aéék(t; B,) due to established

properties of the Breslow-Aalen estimator (e.g., Andersen and Gill, 1982). Thus, by

the CMT and continuity:

ﬁjk(tS Bk) s hjk(tS Bk)a
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where hj,(t; B;) = — Jo 2;(s; By,) - dMoji(t; B,). For the second term on the RHS of

(A.3) we exploit Result [1] such that,

n

(A1) = hL(EBIT(BL) 2 Un(By) + 0,(1)

i=1

= (t Bk)zk ,Bk niézUzk ﬂk +0p 1)

i=1

.

.

where the last equality holds by Slutsky’s Theorem. With respect to (A.2), we can

write

(A2) = n# {Af,(t:8)) — Afu(t: By}

~ [ R (5:80)71Yis) exp(BZZ»dAéik(s;ﬂk)}
0
— pnz Z {/Rﬁ)(s; Bi) tdM; . (s; Bk)}
0
— pn3 zn:/r](.g)(s; B1) " dMj(s; By) + 0p(1),
0

where the last equality holds because RJ(«(,?( ) 2 7"](,2) (t). Putting (A.1) and (A.2)

together, we get:

2 {AL (1) = AFu(D)} =172 > un(t By) + 0,(1),

=1
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where ®yu(t; B,) = —hh (6 BIT(B)  U(B) + [ ) (5: B, dMige(s: By).
0

3] nz {Af,

(t) = Af(1)}

We can write the following,

3] = %{ Oj Yy (s) exp(By Z:)dAL, (s By)
—/th‘j(S) exp(By Zi) A, (s; Bk)}
0
;{ [ ¥ explzai 5B,
i
- / Yy (s) exp(BTZ) AN (s ﬂw} -
0

We can express the first term as follows,

t
1 . .
—n3 / {exp exp(,@k )} Yij(s)dAg;k(S; By)-
0
Doing a Taylor expansion on the function eXp(BZZi) around the value 3,

exp(By Zi) = exp(BLZ) + Z; exp(BLZy) By, — By + 0,(1).
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Then, using Result [1],

nt {exp(812) — exp(8]2)} = 21 exp(S[Z)TL(8,) 'n 2 - Ui(B) + 0, (1)

=1

We can then write

n

(A4) = / 2] explBLZITB) 0™ U8 ()R (55 B)

n

t
= /Yzy ZTdAZEk ﬁk)Ik Br)” 'n éZUlk (Br)

n

0
— /ZT Uk s; 81 Tk(By) 2 > Un(By) + 0p(1),

=1

where the last equality holds by the convergence in probability of /A\Z‘fk( ) to Af;k( ).

We re-express (A.5) as

(A5) = Yij(s) exp( (B ){dAg;‘k<S;Bk>_dA$k<S;Bk)}

%/ Z:
%/YZ] s) exp(Bi Z;)d {M)ik( By) — Ojk( 'B’f)}
= /Yéj(s) exp(B} Z;) {n 2 qu)ljk t; Bk)} +op(1),

where the last line involves use of Result [2], and we define

A1 (t; By) = [—2;(s; B dAosi(s; B Tu(Br) " Uin(By) + 'Y (53 By) " dMiji(s; By)-
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Combining (A.4) and (A.5), we get:

A n

8] = [ ZY()dN (s 8T8 E Y Un(By)

—|—/Yij(s) exp(,@;‘gzi)n% {Zn:d‘blgk( ﬂk)} + 0p(1)
] =1
, =1

+ [ Yisls) exp(BLZon
0

X:L:{ s; B1,)dNoji(s; By,) Zn(Br) " Uin(By)

70 (s By) " d My (s

J

(s; m)}

Ulk; (Br)

[N

o . o\ﬂ

_n_

z]k( s B)Zi(s Z (B) "' Ui(By,)

+n73 Y;;(s) exp(BLZ;) {erk A M (s ,Bk)}

L n

= [1Z -3, B0} AN (s BITUB) 0 E S Un(By)

0

NJ\»—-
(]

+n /Y;J exp(ﬁfZ) V(53 By) " d My (s; By)
0

=1

n

= DI (t:B)Tu(By) 0 %ZUM (By) +n~ QZJW (t: B,
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where we let

t

Din(t: B) = [ {2Zi— 7 B0} dNiy(5: By)

0
JultiB) = [ Yi(s) - exp(BLZo)r) (s: )~ dMise(s: By).
0

[4] nz {Si(t) — Sy(t)}

We decompose [4] as follows,

4 = =3 Sym " {Af.(0) - AL}

m=1

Afin
am

due to the Functional Delta Method, combined with the convergence, e sim) P

e_A?;m(S;Bm), by the CMT. Using Result [3], we obtain

4] = —Sij(t)Z_{ijm(t;ﬁm)lm(ﬂm)‘ln‘é Uzm(ﬂmH”_%iJﬂa‘m(t;ﬁm)}'

n
=1
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We can write

5] = n%{

+ n%{ Sij(s;:@>dAf;k( w@k) -

/t /tsij(s?ﬂ) zgk( Bk)}
/téij(s;ﬁ)d/ifj-k(s;ﬁk) —/tS,]( 1 B)dAT, (s ;Bk)} (A.6)
/t /tSij(S;B) AT (s; :Bk)} (A7)

where 87 = [BT,...,B%]. Note that equation (A.6) will eventually give rise to
Girir(t, B), Gy (t, B) as defined in Theorem 2.1, while (A.7) will give rise to ¢, (t, B)
and ¢}, (¢, B). We can write (A.6) as

(A6) =

o—_
%

Sii(53B) — 55(5: B)) dAfis(s: By)

K t
= - Z /Slj z]m ) )dA?;k< 7/6k> X
0

n

B, ) 'n ézUlm (A.8)

K t
-t Y [ Sis Zleam Ba)dRE (s By, (A9)
0

m=1

where we have used Result [4]. Focusing on (A.8), we have,

n

Kt
(A8) == 32 [ DL (5B dFie(s) Tn(B) 074 3 Uin(B) + op(1):
0

m=1

by the fact that Amk( ﬂk) _> Az]k( aﬂk)v and Bk L> Bk and S0, by the CMT,
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Aﬁk(s;ﬂk) — Afﬁk

(s; B1). Therefore, from (A.8), define

M=

Gt B) = — D (81 B )AF1(5) Ln(Byn) ™ Ui (B1) + 0p(1)

3
Il

{Z; — z(u; /Bk)}T dFijk(s)Im(ﬁm)_lUlm(ﬁm)

Il
o

3
Il

{Zi — 2;(u; B)} {Fir(t) — Fije(w)} Zn(B,) ™ Ui(B,)

I
|
M=

Ot Y~ . Ot O O—_

I
N

{Zi — 2;(w: B} Fijn(w)

I
gL
——

t

—Fz‘jk(t)/{zi —Z;(u; B)} dAZ?k(u;:Bk)}zm(ﬂm>_lUlm(:8m)‘

0
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K n
(A9) = =D n 2> 672’@:1Aij’“(8;ﬁk)t]iljm( ;B )dAZEk( ; B)

IS
>
k» BiS
/—\
Q
=
N—
+
"UQ
—~
—
S~—

(A.10)
K n ¢ ) A )
= — Z n_% Z { e_zkzll\ijk(s;ﬂk)d/\z? (S;ﬁ )} «
,0/ / k k
Yij(u )eXP(B Z; ) ( :B) ldMljm(u; B..)

= S Y [ {E() - Fue(u)} Yi(u) exp(8LZ0)r (s Br) " d My (w3 B,,)

where (A.10) holds by the properties of Awk( s:8,) and B,. Thus, from (A.9) de-

fine:

Gt B1) = = 3 [ {Fn(t) = Fn()} Yis(w) exp(BL2Z)r) (1 B,,) 7 dMijm (s B,,).
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Now shifting to (A.7):

(A7) = n%/Sij( 5){65/\2%( Bi) — zjk( Bk)}

= [ S8 d [nd {53 By) — Mu(s: B} / Sij(s: B)

=1
+ n2 Z dJjn(s; ﬂk)] (A.11)
=1

n

= {/Sij(3§ B)d wk( :Bk)} Zi(Br)™~ 'n éZ:Ulk (Br) (A.12)

I\.’)\»—‘

t n
/ Z (s (A.13)
J it

For equation (A.11) we have used Result [3]. We can then write

n

(A.12) {/Su 5By d zjk(s;/gk)}zk’ Bi)"'n éZUlk (Br)-

Corresponding to (A.12), we define:

u]k {/Sw (s8] d z]k( IBk)}Zk(/Bk>lUlk(:8k)'

We can re-express (A.13) as follows,

(A13) =23 [ Siits s) exp(BLZ:)rsy) (s: B) ' dMik(s; B,
0

=1

96



and, correspondingly redefine

Gt 8) = [ Si(s: B)Yig(s) exp(BLZ)rY (s: B) ' dMige(s: By).
0

Combining results derived in this subsection, we obtain,

w\»—-
m\»—'

{F(> ka}”

Eni{Z St }+0p<1)7

=1

where the >>3_; ¢ (t, B) are asymptotically independent and identically distributed

variates with mean 0.
l A
[6.] 2 {5x(t) — 5u(1)

We now complete the proof by averaging over ¢ = 1,...,n to obtain the limiting

distribution of the proposed estimator. Setting n; = Y1, A;; and p; = E[A;;], we
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have

J i=1

n.;

1

Z Qﬁljk(t? 6)

d

4

|

£ Il

=l

ij [n_

> A
=1

DAy
=1

J i

1
/,’L .

@) }nl]

d
ilrk

4
Yoo
d=1

A

~ [
==

4
1

Z ¢$jk(t7 /B) -

d

|

n
>
=1

(A.14)

.o}

Focusing on each component in (A.14), we have the following for the expression

d
irk

1

s

1J
-0

> Ay
=1

nj,

1
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involving ¢y, (t; B),

1 n
—> Aijqbzlljk(t; B)

;3
1 K F o B
il PO [ DE(53 B,0)dFyi(5: B) | Tn(B,) ™ Uin(8,,)
J m=1 0

since n;/n 2+ p; by the Weak Law of Large Numbers (WLLN), continuity, and
Slutsky’s Theorem. The simplification for the term involving qbg’ljk(t; B) unfold in a

similar way. The term involving gb?ljk(t; B) can be written as the following:

1 n

n ZAijﬁb?ij(t; B)
J =1
Sorfrig Ty (0) o
= =2 [ A (R — R} Vi) exp(81. 200 (0 8,,) | dMym (08,
m=1 J 1=
K t
- -3/ plE {Fin(t) = Fign(w)} iy (w) exp (B Zo)ry) (w; B,) ™" | dMigmn (u: B,,)
m:lo J
= <Z5z2jk t;8),

by the WLLN, continuity, and Slutsky’s Theorem. The term involving ¢j . (t; 3)

unfold in a similar way. The term involving ¢}, (¢; 8) can be written as the follow-
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ing:

1 K 1 J
—>. 2.4y {nZ%m(t B) }
J i=1m=1 r=1
17 K £
= _72 Z Al]/Dzrm dF‘zr’C( aﬂk) Im(ﬂm)_lUlm(IBm)
Dj r=1 m=1 0
= ¢lk( ,3)

The term involving ¢3, . (¢; 3) can be expressed in a similar way. The term involving

2 «(t; B) can be written as,

PR WAREHENT RS

K t g
= 3 [ 3 e [ (Fualt) = Fon)) Vi) - exp(81, 20000 B,) "] dMi (B,
= Op(t; B)

The term involving ¢}, (t; 3) can be expressed analogously. Therefore, we can

write

=n %i{i(m (t;8) + o1kt B))} (A.15)

=1 \d=1

All summands across [ have mean 0 since the ¢’s have mean 0. If we apply the

Functional Central Limit Theorem to [6], where each component is independent
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across [, we have

M\H

Var (

{Ajk(t)— ik })

{Z_: (0 (t: B) - cbfk(t;ﬂ))} ] . (A16)

with the corresponding estimator given by

S (s - stwe)h .

=1 \d=1

3\»—‘

7 o {5t - 500} -
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APPENDIX B

Analysis of SRTR data utilizing J = 58 OPOs for

Chapter 111
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Estimated Effects
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Figure B.1: Analysis of SRTR data: Boxplot of Sjl(t) fort=1,t=3,andt =5
years. Whiskers represent minimum and maximum.

103



Estimated Effects at 5 Years
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Estimated Effects

Figure B.2: Analysis of SRTR data: Histogram of Sjl(t) at t = b years post wait-
listing.
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APPENDIX C

Proof of Theorem 3.1

Recall that the effect of group j on the cumulative incidence for cause k is given

by
Or(t) = Fu(t) — Fi(t),

where Fji,(t) = Ez[Fij(t)] and Fi(t) = Ez [Ea [Fiax(t)]]. We estimate d;;, through

Ay [ dNa(s) 1, [ dNuls)
2 ‘9)0/@]‘( &) ”ZZAlm/éim(S;d)

ACAé)

In order to prove Theorem 3.1, we derive the influence function for Sjk(t; Ay, a,
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through Taylor series expansions of the following quantity,

n {3t AT, &, 8) — (1) | (C.1)
= 2 {Fu(t:AT, &, 0) — Fi(t) (C2)
— |t AF, 4) = R} (C3)

We will focus on the first and second terms separately, with the first term expressed

more explicitly by

(C2) = n {Fu(t;A], 6,0) — Fu(t)} (C.4)

(C3) = n2 {Ft:AS, &), -Fi(t)} (C.5)
n J L (s
_ n;{lgg > Ay ENE';%—EZ[EAmM(tﬂ}}

Recall that, based on the assumed generalized logit model (multinomial logistic re-

gression), with center J as the reference, we have

exp(Z] 6;)
(0
pii(0) 1+ Z;]n_:ll exp(ZT4,,)
1
piJ(O) =

1+ Z;{:l exp(Z74,,) ’

106



for j=1,...,J — 1 and where we define

Zi 013 01

A 0o, 0
Z; = 0,=|"0=|"

Zip Opj 071

Under the assumption that C; follows a proportional hazards model stratified on

center, we can write
Gij(t) = P(C; > t|A, = j,Z;) = exp(—Ag(t)) = exp(—AUCj(t) exp(Z! ).

In linearizing (C.1), we derive iid expansions for the following quantities:
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11. nz

{
{
10. n2 { .t AS &) — Fk(t;AOC,a)}
{
12. n {

Fi(t;AS, &, 0) — Fy(t; A, &, 0)}

Fi(t; A, &, 0) — Eji(t; A, o, 0) }

Fi(t; A, o, 0) = Fi(t)},

By a Taylor expansion,

n

1] = Z7PTV(9)"'n 72 Y UTY(9) + 0,(1),

i
=1
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which can be derived by first considering the likelihood and log-likelihood contribu-

tions,
Ta
L(6) = T[vy"(0)
j=1
J
() = > Ajlogpi;(6)
j=1

g exp(Z]0,) 1
= g Al L Azl
j=1 708 [1 + 27{1;11 exp(ZiTBm)] Aos L + 27{;:11 exp(Z] 0,,)

J-1 J—-1
j=1

m=1

The score function contribution for subject ¢ is then given by

639(;9) Ui (0)
al;(9)
UJPTW(O) _ ali<9) _ 00> _ Ui?(e)
i 90 . .
0| |Ui(9)]
forj=1,...,J — 1, with
ol;(0)
Uij(8) = 50, — Zi (Aij — pi;(0)) .
!
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The information matrix is given by

[021,(0)
10000

10(0) Tin(0) - Tis(0)

IIPTW(O) - _E

Zy,.7-1(0) Zj-1,7-1(0)

where for j =1,2,...,.J—1land [ =1,2,...,J — 1 and j # [:

1u(8) = __6%402‘: = ??ngeo B exp(2Z; 6)) 2
56,06 1+ 3,2 exp(Z]6,,) (1+ 72 exp(276,,))
= ZZpu(0) {1 — pa(0)}
Z(0) = — 8li(0)T = -7 eXP{ZZT(Ol +0j)} 5
06,00 {1+ 502 exp(2]6,,)}
= —Z7pu(0)p; ().

2] n2 {w;;(8) —w;(6) }

Let the IPTW component of the weight be denoted by w;;(0) = A;;/p;;(0). By the

Delta method,

2= glwuONT ™ (0) I E S U1 o),
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where we have

with

_ _Zipij<9)pi1(0) _

—Zpij(0)pi2(0)

Zipi;(0)(1 — pi;(0))

I —Zipij(e)pi,Jq(e) |

So n2 {wm(@) - wij(e)} can be written as

1

2] = ~ A2 (O) ALY ()05 S ULV (0) 4 0,(1).

1

3] n? {& — al

=1

By a Taylor expansion of U%(a) around a:

U@&) - U%a) =
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where US (a) 5 237:1 o {Z; — z;(t; )} dMg(t) and dMg(t) = ng(t)—Y;j(t)dAiCj(t).

The information matrix is given by

2

I O+ o
z_jl/{sgo)ga; — 7t a)®2}dzvg(t)] |

I

%)

Properties of [3] as n — oo are based on standard martingale theory (e.g., as de-

scribed in Fleming and Harrington, 1991).

k\J\»—\

4] nz {AG (1) — AG (1)}

4] = n2 {AG(t &) - At a)}

= n2 {A§(t; &) - Af;(t: )} (C.12)
+n2 {AG (1) — AS; (1)} (C.13)

Applying a Taylor expansion and the Continuous Mapping Theorem (CMT),

n

(C12) = AYta) I%a)n %ZUZC ) + 0, (1)
L5 hS () I (a lZUf )+ 0,(1),
with
t
Wl (t o) = — / 2 (s;ax) - dAS (1 ), (C.14)
0

which holds by Slutsky’s Theorem. In addition, n2 {/AX(% (t; ) — A (t)} can be writ-
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ten as

n t
(C.13) %Z/sg.“)(s; )" dME (s @) + 0,(1). (C.15)
=17

where (£ a) = —h§ (; a)"Z% () ' UE () + / s\ (s; @) 1AM (s o).
5] nz {AG(t; &) — AG (1)}
;{ /t Y;;(s) exp(&”Z;)dAS)(s; &)
_ O/t Yi(s) exp(aTzi)dAOCj@;d)} (C.16)
%{O/tyw ) exp(aZ;)dAS(s; &)

- / Yi,(s) eXp(aTZi)dAOCj(s)} . (C.17)
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We can express the first component as

N\»—l

t
(C.16) = / Y(s) {exp(@7Z:) — exp(@’Z,)} dAS (s: &)
0

= /ZdACsaIC lE:UZC ) +0,(1),

(C.18)

obtained by a Taylor expansion and Result [3]. Using Result [4], the second expres-

sion can be written as follows,

(C17) = %{/Yw ) exp(a” Z;)dAS)(s; & /YU ) exp(a Z;)dAT (s; a)}

t
= /Y;j s) exp(a’' Z;) {n 2qu)l]k }+0p(1)
0

Combining (C.18) and (C.19), we get:

n

nt {AG(t &) — AG(1)} = DS () "I (a) ™2 S UL () + 1™ zz Lt

=1

where DC t; ) Z - z }d/\c(s )

o\W

t
and J /YZ] s)exp(a )sgo)(s a)” 1d]\/[l] (s; ).
0
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We can write

6] = n [exp {Af(; &)} — exp{AG(t)}]
= niexp {AG(H)} {AG(t &) — AG(1)}

= exp(Af(t)) {Dg(t; @) T e) 2 Y U (@) + 0 Y TG a)} :

=1 =1

where we have used the Delta method as well as Result [5].

7] nz {Fu(t; AS, &, 0) — Fy(t;AS, 6,0)

7 = né{li o Walo) _

_ _l - —2 T IPTW 1,-3 N IPTW / dNix(s)

= o3 {aumrezate) [T ) S0 e)|| [ G,
1 & -2 T / dNix(s) IPTW (gy—1, —L N~ 17 IPTW

= — |- A;j y 0 iAijO ~ - 0) 'n 2 ; 0)|,
[nZ{ Py (0)Z:AL( >}0/Gij<s;a> [I (6)7 ™t U >]

where we define

A1) = B | 4,p(0)2, i 2012 AT(6)]

After using the Weak Law of Large Numbers (WLLN), continuity, and the fact that
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Gis(t; &) B Gij(t), we can write
n

7] = dL@ZTTV(9) Y UV ().

=1

We then let gblljk(t) = dJT,C(t)IIPTW(O)_lUZIPTW(O), an element quoted in Theorem

3.1.

1)1 & Ay /
8] = n2 {n;pij(e)o/
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Now, the first line of the last equation can be decomposed as follows:

n

ca) = 1S fegagio {pis T w3 @) N

P Ay | c r o

— F 1 (6) O/exp(AU(s)) {O/{Zi—z (u a)} dAS (u a)}lek( )]
7°(@) 0 YU )

= 8| {7 e} () - o)} b )| 2°e) S U (@)

We then define

I%e) U (o),

Galt) = B | [ {2~ 20w a)} {Fielt) = Fyn(u)} dAG (us )

which is among the non-zero elements listed in Theorem 3.1. The second line, (C.21),
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can be written as

oL~

=1
Yij(u) exp(a” Z)s” (u; o) ' dME (u; )
n t A
Loty [ B [exp(A(s)dNa(s) | %
=1} pij(e)u
Y;j(u) eXp(aTZZ)sg-O) (u; ) 1d]\ig(u, a)

In arriving at the last expression, we have switched the order of summation and order
of integration so that the outer integral is a martingale transform. Then, we used

the consistency of the estimators and replaced them with the limiting values, Fj;j(t).
t

We then let ¢ (1) = / E [Fijr(t) — Fijn(w)] Vi (u) exp(@” Z;)s (u; o)~ dM (u; ),
0

which also appears in Theorem 3.1. Combining expressions for (C.20) and (C.21)

then yields

8] =n"7 {¢l,(t) + ofu(t)}
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I
:l
N =
NE
—_—
=
iy
—~| &
% <
~—
o
Q
<
—
A
N—
|
-
ol
—
~
N—
——

t
A dN;
Let ¢?jk(t> - / = k(f)) Fi,(t), which has mean 0 since E [p 0 f(f dé\;k(s } =
0 K
Fir(t).

[10] n2 {Fi(t;AS, &) — Fiu(t; AS, ) }

We start by writing

e el 1, dNu(s)
l10] = {n;mZﬂAsz/Gim(s;dc) nizlmzzlAlmo/GZm(s)}

1
n
{Dicm(s; a)TZC(a)’ln 2 Z UZC )+n” : Z i ( } dN;k(s)
1
n

/texp(Agn(s)) {Dgn(s; a)TIC(a)_ln_% i Ulc(a)} dN.(s) (C.22)

n J ¢ n
Z > Aim/exp(Agn(s)) {n‘é > IG5 (s a)} dN;(s). (C.23)
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(C.22) can be further written as

(C.22) = Tllz: Zl Aim/exp(AZCm(S)) x
{ S {Zl — 7% (u; a)} dAS (u; )T () ' 2 zn: Ulo(a)} d Ny,
_ Tllz: Z_l Aim/exp(AiCm(s)) {/ (2, - ()} dAS, (u a)} AN (s) %
[IC<a>-1n-% S UF(a)]
J t _s T
L BN A, / exp(AC. () { / (2, — 2 (w;e)} dAS, (u; a)}dNik(s)] x
To(a) Y Uf )
Let
J t s
Out) = B |3 Aim [ exp(AS,(5)) { J{zi =2 )} g, (w a)} dN(s)| (@)~
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(C.23) can be written as

(C.23) =

We then define

t

Aim [ exp(AG,(9)ANu(s)| Vi,

m=1 u

wo-3 [

which is quoted in Theorem 3.1. So

[10] = n %Z{lek +¢lk()}

=1

[11] n2 {sz(t;/\ga a) — Fk:(t>}
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We can write, asymptotically, that

1) = nd {1 S>3 i [ G~ BB mmku)]}}

used in Theorem 3.1.

[12] 2 {8(t) — dn(t)}
As the culmination of Results [1] to [11], we set ¢yx(t) = gi)lljk(t) + gb?jk(t) + gbfjk(t) +
D (t) — {(b?k(t) + 5 (1) + gzﬁfk(t)}, which yields the final step in the proof of Theorem

3.1,

n

> duk(t),

=1

[NIE
[NIE

n

{0(t) = ()} ="
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where we have defined

iy (1)
Bl (1)

B (t)
k(1)

ik (t)

i (t)

Pik(t) =

d’fk (t)IIPTW(0>_1UlIPTW(0)

t

/{Zi—if(u;a)}T{F,»jk(t)— Fiji(u )}dA (u; @)

0

%)t 3 U (@)

=1

E

[ B = Fiew)] Yis(u) - exp(@”Z0)s” (u; )~ dM (u; )

J t t

> [ B | Aun [ exp(AG(5)dNik(s) | Vi (w) - expla Z:)s( (u: @)~ M, (u; )
J thlk(S)

XA | Gty |~ 0

Therefore, we obtain

Var (n% {5jk(t; éil(t; &), 9) — 5jk(t)}) =K {{(/bljk(t)}ﬂ 5

with corresponding estimator

Var (nt {3lt: Cu(t:80,0) — 6(0}) =™ 3 {0

2

=1
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such that

—

Var {50t Calt; 2,0)} = 0723 {d())”.

Thus, the proposed variance estimators are:

S(t) = ()T (0) U/ (6)
ngjk(t) = :LZ /{Zz—Zf(ma)}T{Fijk(t)—ka(u)}d/\g(u,d) X
=1 0
I96) It 3 US (&)
=1
di(t) = / iz [ Fint) = Fige(u)] Vi (u) exp(6'Z:)3 (u; &)~ AV (us &)
0 =1
A Ay [ dNg(s) -
L) = [ Rt
Wt = 5 | Gy O
R n J L S
) = 230 |S Au | exp(ASn(s;a)){ J{zi -z wa)) dig, (wa)
=1 |m=1 0 0

J L om
e = X[y
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where

=1 ﬁij
t
A dN;
Fg(t) = Az‘j/ = k(s)
0 G,-j(s;a)

For the purposes of estimating Var(gjk(t)), we will treat the weights as fixed and,

hence, ignore the variability due to the use of IPCW and IPTW. As such, the perti-

nent components are as follows:

n? {5 (t:AS, o, 0) — 5jk;(t)} n %z”: {¢l]k§ CbZk(t)}

1 4
o {@%k — oyt } }
ﬁT(Ajk(t)) - Z {sz]k (3171@(75)}2 ’

~
—

E

[ —

Var(0;(t)) =

where

5 Ay j ANy (s) 12": Ayj j dNy(s)
lik ~ A A N ~ ~ A ~
! Pi;(6) 0 Gi(s;6) 1= Py (0) 0 Gij(s; &)
J t J n t
~ ANy (s) 1 dNy(s)
7 t = Am S lk - - A’Lm N
Al?) 2 0/ Gim(53 @) 2 0/ Giim(s; &)
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