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Abstract

We consider the semiparametric proportional hazards model for the cause-specific hazard function
in analysis of competing risks data with missing cause of failure. The inverse probability weighted
equation and augmented inverse probability weighted equation are proposed for estimating the
regression parameters in the model, and their theoretical properties are established for inference.
Simulation studies demonstrate that the augmented inverse probability weighted estimator is
doubly robust and the proposed method is appropriate for practical use. The simulations also
compare the proposed estimators with the multiple imputation estimator of Lu and Tsiatis (2001).
The application of the proposed method is illustrated using data from a bone marrow transplant
study.
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1. Introduction

Competing risks data are commonly encountered in medical studies. Typically the responses
to a treatment can be classified in terms of failure from disease of interest or from non-
disease-related causes. Hence, in the competing risks framework, each individual is exposed
to K distinct types of risks and the eventual failure can be attributed to precisely one of the
risks. Let T* denote the time to failure, A™ the cause of failure, and Z a p-dimensional vector
of possibly time-dependent covariates. Then a principal estimable quantity in competing
risks data is the cause-specific hazard function of cause k, defined, in the absence of
censoring, by
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A,’f,(tlZ):}lzi_r)r(l)h‘lP(t < Tr<t+h, A*=k|T* > 1, 2),

which is the instantaneous rate of experiencing the event of type k at time t, having not
experienced any of the K competing events until time t. Without loss of generality in our
study, we consider only two causes of failure, the cause of interest as cause 1 and the other
as cause 2 (i.e. A" = 1 or 2). In many applications involving follow-up studies, however,

individuals may be subject to censoring. Let C be a censoring time and 7*= min(77, 75),

where 77 and 7, denote the latent failure times from causes 1 and 2, respectively. Then the
observed data consist of observations of (T, A, Z), where T = min(T", C) and A = A"I(T" <
C). If the failure time T is observed, A is the cause of failure and A = 0 otherwise. The
observable cause-specific hazard function of cause k in the presence of censoring is given by

/lk(t|Z)=Il11rr(1)h_1P(t < T<t+h,A=k|T > 1,Z), k=1,2.

Throughout the paper, we assume that Z is an external covariate process (Kalbfleish and
Prentice, 2002) and the censoring time C is conditionally independent of (T*, A™) given Z
(Lu and Tsiatis, 2001; Gao and Tsiatis, 2005; Lu and Liang, 2008). Under this assumption, it

can be shown that 2;(1|2)=Ax(#|Z) if the distribution of C is continuous at t. A number of
statistical models for the relationship between the cause-specific hazard function of interest
and regression covariates have been studied, among others, by Benichou and Gail (1990);
Prentice et al. (1978); Cheng et al. (1998); Shen and Cheng (1999); Scheike and Zhang
(2003). In this article we study the proportional hazards model for describing the
relationship,

LLUZ)=20(1)0 70, @)

where 1g(+) is a nonnegative, but otherwise unspecified baseline hazard function and gy is a
p-dimensional vector of regression parameters. The parameter S can be consistently
estimated by treating all the failure times with A # 1 as censored observations and using the
partial likelihood score equation proposed by Cox (1972, 1975). The estimator will be called
the full-case estimator, denoted by S in the paper.

In practice, however, the information needed for the cause of failure may be lost, or it may
be difficult to determine the cause of disease or death for some individuals (Andersen et al.,
1996). When we have missing causes in data, a naive method for estimating the regression
parameter £y is to simply ignore the missing data and use the partial likelihood score
equation to the complete data only. The so-called complete-case estimator, denoted by fc, is
clearly inefficient and can lead to serious bias. Thus, analysis of competing risks data with
missing cause of failure has received considerable attention and a number of models have
been proposed. Dinse (1982, 1986) considered nonparametric estimation for incomplete
cause of death data with no covariate. Goetghebeur and Ryan (1990) proposed a modified
log-rank test to compare survival in two groups, Dewanji (1992) suggested a modification of
that approach, and Goetghebeur and Ryan (1995) extended the results of Goetghebeur and
Ryan (1990) to proportional hazards regression model. More recently, Lu and Tsiatis (2001)
proposed a parametric model to model the probability that the missing cause is the cause of
interest while allowing the inclusion of additional auxiliary covariates and then estimated
the regression parameters by using a multiple imputation method (Rubin, 1987, 1996). Gao
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and Tsiatis (2005) considered linear transformation models and Lu and Liang (2008)
considered the additive hazards model for analysis of competing risks data with missing
cause of failure.

For right-censored survival data in which the censoring indicator is missing, Lo (1991)
considered the problem of nonparametric maximum likelihood estimation of a survival
function in the absence of covariates, McKeague and Subramanian (1998) developed a
survival function estimator assuming that the censoring indicators are missing completely at
random. Subramanian (2000) considered further development of efficient estimation of the
regression parameters under proportionality assumptions of the conditional hazards, and
Gijbels et al. (2007) proposed a class of estimating functions for the regression parameters
of the Cox proportional hazard model, among others.

In this study of analysis of competing risks data with missing cause of failure, we derive two
different estimators for the regression parameters in model (1), namely the inverse
probability weighted estimator and augmented inverse probability weighted estimator, and
establish their theoretical properties. The first approach, following the idea of Horvitz and
Thompson (1952), uses the inverse probability weighted complete-case technique to
estimate the regression parameter. This approach uses only the complete cases and relies on
correct modeling for the probability of missing causes. It has been shown that the inverse
probability weighted estimator is inconsistent when the respective parametric model is
misspecified, and is inefficient (Gao and Tsiatis, 2005; Lu and Liang, 2008; Scharfstein et
al., 1999). It would be desirable, therefore, to obtain improved efficiency over the inverse
probability weighted estimator. The second approach, adapting the idea of Robins et al.
(1994), augments the inverse probability weighted complete-case estimating equation with a
consistent estimator of the conditional distribution of the cause of interest that incorporates
information available for individuals whose cause of failure is missing. See Subramanian
and Bandyopadhyay (2010) for homogeneous right censored data with missing censoring
indicators.

The paper is structured as follows. In Section 2, the inverse probability weighted estimator
and augmented inverse probability weighted estimator are developed. The asymptotic
properties of the corresponding estimators are established in Section 3. In Section 4, we
investigate the finite sample properties of the proposed estimators through simulations,
including comparisons with the multiple imputations estimator proposed by Lu and Tsiatis
(2001). A bone marrow transplant data set is analyzed in Section 4. Some conclusions and
discussions are given in Section 5. Technical derivations are detailed in Appendix.

2. Estimating equations

Since the cause of failure may not be observed for some individuals, we define the
missingness indicator R as follows. If an individual’s death is observed, then R = 1 when the
cause of failure information A" is observed and R = 0 otherwise. If an individual is censored,
we always define R = 1. We also introduce auxiliary covariates A which are not of interest
for modelling the cause-specific hazard function but may be used to describe the
missingness mechanism. The utilization of auxiliary information has been considered by Lu
and Tsiatis (2001), Gao and Tsiatis (2005), Lu and Liang (2008), Gilbert, McKeague, and
Sun (2008), among others. Then the observed data will consist of

O0;={T;, Z;, A;, R;, I(A;=0), RiI(A;=1), RiI(A;=2)}
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fori=1, ..., n. We assume that {O;j, i = 1, ..., n} are independent identically distributed.
The possible choices are {T;, Zj, A;, 1, 0, 1, 0} for the individual who died from the cause 1,
{Ti, Z;, A;, 1, 0, 0, 1} for the individual who died from the cause 2, {T;, Z;, A;, 0, 0, 0, 0} for
the individual who died with missing cause, and {T;, Z;, A;, 1, 1, 0, 0} for the censored
individual.

We also assume that the cause of failure is missing at random (MAR) (Rubin, 1976); that is,
the probability that the cause of failure is missing given A >0 and W = (T, Z, A) depends
only on the observed W, but not on the unobserved A,

P(R=1|A, A>0, W)=P(R=1]A>0, W). @

The assumption implies that

P(R=1]A>0, W)=P(R=1, A=1]A>0, W)+P(R=1, A=2|A>0, W)
=P(R=1|A=1, A>0, W)P(A=1]A>0, W)+P(R=1|A=2, A>0, W)P(A=2|A>0, W)
=P(R=1|A=1, A>0, W)[ P(A=1]A>0, W)+P(A=2|A>0, W)]
=P(R=1|A=1,A>0, W),

and likewise for the case involving A = 2. See also Lu and Tsiatis (2001), Gao and Tsiatis
(2005), and Lu and Liang (2008).

2.1. Inverse probability weighted estimator

Following the inverse selection probability idea of Horvitz and Thompson (1952), the
method of inversely weighting the probability of complete-case has been commonly used in
missing data problems. To do that, we need to estimate the probability of a complete case,
7(Q) =P (R = 1|Q), where Q = (W, A). By the MAR assumption and R = 1 when A = 0, we
have

m(Q)=P(R=1|W, A)
=P(R=1|W, A, A>0) - [(A>0)+P(R=1|W, A, A=0) - [(A=0)
=P(R=1|W, A, A>0) - I(A>0)+1 - I(A=0) @)
=P(R=1|W, A>0) - I(A>0)+1(A=0)
=r(W) - [(A>0)+1(A=0),

where r(W) = P (R = 1|W, A > 0). We consider that the probability of complete-case r(W;)
may be specified as a parametric model r(W;, y), in terms of a few unknown parameters y.
Accordingly, let z(Qj, wg) = r(W;, wo)I(A > 0) + I(A = 0). Since R is binary, one can posit the
logistic model logit{r(W;, )}=W, y, though other parametric models can also be used. By
(2) and (3), the likelihood L regarding to z(Q, wyg) is

L(m)=[17(Q)"*=D(1 — (@) *=")

— H ﬂ.(Qi)I(R;ZI)[(A,'>O) . ﬂ(Qi)I(R1:1)I(A[:0) . (1 _ ﬂ.(Qi))l(R[:O)I(Ai>O)
- l—I r(Wi)I(R,':])I(A,'>0) .1- (1 _ r(Wi))I(R':O)I(Ai>O),
because n(Q;)=r(W;) when A;>0, and 7(Q;)=1 when A;=0
— 1—[ r(Wi)I(R;ZI)I(A,~>O) A (1 _ r(W,'))(l_Ri)l(Ai>0).
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This implies that the maximum likelihood estimator y of y can be estimated by maximizing
the likelihood based on uncensored data

ﬁ{r(wi, AL — (Wi, ) (RTEZD),

It is known that for a correctly specified model r(W;, ), w consistently estimates v, the true
value of the parametric component of r(W;, v) (Haberman, 1974, 1977; Gourieroux and
Monfort, 1981).

We define the counting process Nj(t) = 1(Aj = 1)I(T; < t) and at-risk process Yj(t) = I(Tj > t).
Leta®0=1,a®l=a,and a®2 = aa! fora vector a. Let

g (m) t ®m
S B = ZH(Q Vi A OZ,(1)

2(t,B,¥)= s“)a B.v)1Sw. B,

Vit b )= S - 2(1.p.)°

form =0, 1, 2. Then we consider the following inverse probability weighted estimating
equation for Sy:

U,B.0)= Z f (Zi() — Z(t.B.)) dNi(0), @

where 7> 0 is the end of follow-up time. The inverse probability weighted estimator (IPW)
of 8 solves the above equation and is denoted by £;. When there is no missing cause, the
equation (4) consequently becomes the partial likelihood score equation proposed by Cox

(1972, 1975). The cumulative baseline hazard function Ao(f)= | f]/lo(u) du can be estimated
by

- "R dN (u)
A, (D)= — "= —
;f 070 ¥) nS V(. B, )

2.2. Augmented inverse probability weighted estimator

The inverse probability weighted estimator £ uses only complete cases. Thus, it is
inefficient. In addition, its consistency relies on correct modelling of the probability r(W;,
o). To improve the robustness and efficiency over /5, we adapt the idea of Robins et al.
(1994) and propose to augment the inverse probability weighted estimating equation with a
consistent estimator of the conditional distribution of the cause of interest that utilizes
available information for individuals with missing cause of failure.

Consequently, we estimate the probability that the cause of failure is the cause of interest

p(W)=P (A=1A>0,W).Letf(t, A=1] A >0,z a) be the conditional joint density of T
and A=1given (A>0,Z=1z2 A=a). Then forw = (t, z, a),
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\_ [, A=11A>0,z,0)
p(w)= FOA>0.2.a)
_ f(t,A=1]z,a)
= F@A=Tz,a)+ [ (1,A=2,a)
_ A (tlz,a)
T N (tlza)+Ax(tlz,a)’

where Ai(t|z, @) is the conditional cause-specific hazard function of T at t due to cause A =k
given (Z, A) = (z, a) for k = 1, 2. Here, instead of directly estimating p(W;) which requires
the estimation of two unknown cause-specific hazard functions, we posit a parametric model
p(Wi, yo) for p(W;) in terms of a few unknown parameters yg. It is natural to use a logistic

regression model logit{p(W;, y)}=W, y, but other parametric models can also be
accommodated.

There is, however, an issue with obtaining estimates for y in the presence of missingness.

The MAR assumption implies that given A > 0 and W, R is independent of A; that is,

P(A=1]A>0, W)=P(A=1|R, A>0, W). ®)

By (5), p(W;) can be deduced from the complete cases with R; = 1 and A; > 0. This suggests
that the maximum likelihood estimator y of y can be obtained by maximizing the likelihood
based on complete-case data

n
[ [toWe A=D1 — p(wi, =2,

i=1

Since y is the maximum likelihood estimator, then for a correctly specified model p(W;, y), y
consistently estimates yg, the true value of the parametric component model p(W;, y)
(Haberman, 1974, 1977; Gourieroux and Monfort, 1981).

Now, we define the counting process N; (1)=1(A;>0)I(T; < r). Let

S5, P=1 3 Vi) HOZ (1,
i=1
Z(t.B=SV(t.B)/S V. B).

SO, -
V(. B)=5m5 — 2. B).

Then we propose the following augmented inverse probability weighted estimating equation

-~ o = R; Ri — (Wi, "
UET=Y [ 0<zi<r)—Z<r,ﬁ>>[ Ny - Sy 5y avio|.
=1

r(Wi, ) r(Wi, ¥)
where y and y are the maximum likelihood estimators defined earlier. The augmented

inverse probability weighted estimator (AIPW) of  solves the above equation (6) and is
denoted by fa. The cumulative baseline hazard function can be estimated by

J Stat Plan Inference. Author manuscript; available in PMC 2013 July 1.
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Ri ( I’W)
0 —dN; —o(W,, dN
A ( )= Zf() S(O)(u ﬂA l: "Wo ) () - V(Wl, l//) o( ’j w|.

3. Asymptotic results

Theorem 1

When the model for r(W;) is correctly specified, we let yq be the true value of y such that

r(W;) = r(Wj, wp). Under Condition (A.4) stated in the Appendix, {Ei Wo- When the model
for p(W;) is correctly specified, we let yg be the true value of y such that p(W;) = p(W;, y0). In

this case, 7 4 yo- In general, under Condition (A.4), there exist " and y" such that y 5 Ve

and 5y LN y* (White, 1982). We have v = yq if r(W;) is correctly specified, and y" = yq if
p(W;) is correctly specified.

Let s(M(t, ) = E[Ya()ef 220 Z,(®™), z(t, ) = sO(t, A/sOt, B), and v(t, ) = SO, )
sOt, p) - ztt, H®2.

Assume Condition A given in the Appendix. If r(W;, wg) is correctly specified for r(W;),

then 3, LN Bo and \/ﬁ(ﬁ] —ﬁo) converges in distribution to a zero-mean Gaussian random

-1 -1
. . . T
vector with covariance matrix E Elww; ] § , Where

Y= [ vt Bo)A®s . Bo) dt,
wi= [[(Zi(1) = 2t Bo)) 555 AMi(D) = VI, S yis

M;(H)=N;(t) — ng,-(u)eﬁJZ"(“)dAo(u), & is given in (8), ly and S
Appendix.

yi are given in (11) in the

-1 -1
The asymptotic covariance matrix Z E(wiw] )Z can be consistently estimated by
——1 . n ——1
% [3p=)s)
=

where

55 2 o Ve B B Vo,
o[z 0~ 7.5, W0 - Ty TS

and Mi(0=Ny(0) - [, Y WP ZO 4R (). Here Vi, 1, and S,,; are obtained by replacmg with
their respective sample estimators and substltutmg (B, w) for (Bo, wo) in Vi Iy, and Sy
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The following establishes the asymptotic properties of Sa.

Assume Condition A given in the Appendix. If at least one of r(W;, wg) and p(W;, yo) is

correctly specified for r(W;) and p(W;), then EA 5 o and Vn (EA —ﬁo) converges in
distribution to a zero-mean Gaussian random vector with covariance matrix

Z_lE[""i%T]Z_l, where
Z=f V(e Bo)Ao(t)s V(2. Bo) dt,
and
¢i=[((Zit) ~ 21, B0} M (1) = Py(I})™'S 5~ P(T)7'S,.

Here M"(t) is defined in (17), and P,,, I, S y;, P,, I and S); are given in (15) and (19) in the
Appendix.

It is interesting to notice that if r(Wj, wo) = r(Wj), then P, =0, and if p(Wj, yo) = p(Wj), then
P, = 0. When both the models for r(Wj) and p(W;) are correctly specified, we have P, = 0

and P, = 0 and hence, @i= [ 1 Zi(t) = X(t. o)} AM(2).

-1 -1
The asymptotic covariance matrix Z E(pip] )Z can be consistently estimated by

IR CEI S

where
rWid)
=15 [V | s anio) - (Www;” p(W; 7)dN; ()],
o= fg{zm—Z(r,ﬁA)}dM;*@—Pw( L) 'S, -P,@) S,
and

W (0=— Ny - STy SN @) - [P R .
(Wi ) Wi )
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Here P, 1;. S}, P,, I and S, are the empirical counterparts of P, 1. S5, P,, I and S3;
given in (15) and (19) in the Appendix, obtained by replacing with their respective sample
estimators and substituting (Sa, p, ) for (8o, v, 7).

4. Numerical results

4.1. Simulation studies

We present simulation studies conducted to evaluate the performance of our proposed
methods. We set z = 2.0 and consider a univariate covariate Z, where Z follows a uniform

distribution on [0, 1]. Given Z, the latent failure time 7'y of interest is generated from the
proportional hazards model /l’[(t|Z):/1eﬁz, where 2 =1 and g = —0.5. The other latent failure

time 77 is generated from a Gompertz distribution with a hazard function AE(ﬂZ):e"”’,

where 6 = —0.5 and v = 0.2. The censoring time C is generated from an exponential
distribution which yields about 20% censoring level. We consider a single auxiliary
covariate A which follows a Bernoulli distribution with success probability of 0.5. We also
consider a logistic regression model logit{r(W, )} = w1 + woT + y3Z + y4A for missing
cause of failure. We have about 20% missingness with y = (0.7, 1, —1, 1) and about 45%
missingness with y = (—0.8, 1, —1, 1). In the settings we consider here, the true model p(W)
is given by a logistic regression model logit{p(W)} = —6 — vT +Z. To study the
performance of the estimators when r(W) is misspecified, we posit two different parametric
models of r(W, y), where one is a correctly specified logistic model and the other is a
misspecified constant model rg € (0, 1) independent of W. To study the behavior when p(W)
is misspecified, we consider various model specifications. We posit a correctly specified
logistic model logit{p(W, )} = y1 + 72T + y3Z (Model 1), a misspecified logistic model
logit{p(W, )} = y1 + y2Z (Model 2), a misspecified logistic model logit{p(W, y)} = y1 + yoT
(Model 3) and a misspecified constant model pg € (0, 1) independent of W (Model 4). The
simulation studies consist of 1000 runs with the sample size n = 200 and n = 400. We also
conduct comparison with the multiple imputation estimators, studied by Lu and Tsiatis
(2001), with the number of imputation m =1 and m = 5.

The results from Table 1 and Table 2 show that the complete-case estimator fc shows large
biases in all the settings. When the parametric model for r(W) is correctly specified, both the
IPW estimator ) and AIPW estimator £ show small biases, but the AIPW estimator has
smaller standard errors than the corresponding IPW estimator. When the parametric model
for p(W) is correctly specified, the multiple imputation estimator has small biases, but the
multiple imputation estimator tends to have larger biases when p(W) is misspecified. As
expected, the AIPW estimator is clearly not sensitive to the misspecification if one of the
parametric models for r(W) and p(W) is misspecified. In fact, the AIPW estimator performs
quite well even when both the parametric models r(W) and p(W) are misspecified. The
standard errors of the multiple imputation estimator decrease as the number of imputation
increases. The standard errors of the multiple imputation estimator and the AIPW estimator
are comparable when p(W) is correctly specified. However, the multiple imputation
estimator seems to have small standard errors than the AIPW estimator under misspecified
p(W). The estimated standard errors of the AIPW estimator are close to the sample standard
errors, and the 95% confidence intervals have reasonable coverage probabilities.

To further study robustness of parameter estimates against misspecification of the
parametric models for r(W) and p(W), we consider the same model for 7'} as described

above, but here instead we generate 7> from a Weibull distribution, log logistic distribution,
exponential power distribution and gamma distribution. None of these distributions will

induce a simple linear logistic regression model for p(W). For example, when 77 is generated

J Stat Plan Inference. Author manuscript; available in PMC 2013 July 1.
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from a log logistic distribution with a hazard function /lz(tlZ)zmlt"_l/(1+/lt"), the true
logistic model for p(W) is logit{p(W)} = —log(a) — log(A) + Z + log ((1 + AT%)/T*"1). Inall
cases we misspecify p(W) by Model 1 to Model 4 described above. Although not presented
here, the findings from these simulations are similar to those from Table 1 and Table 2.

In conclusion, the multiple imputation estimator of Lu and Tsiatis (2001) and the AIPW
estimator have similar performance when the parametric models for r(W) and p(W) are
correctly specified. The AIPW estimator has the advantage of double robustness such that
the biases of the AIPW estimator remain small when the parametric model for r(W) or p(W)
is misspecified. The bias of the multiple imputation estimator can be larger under
misspecified p(W).

4.2. Bone marrow transplant data

Sierra et al. (2002) described the characteristics and outcomes of 452 patients with primary
myelodysplasia (MDS) who received transplants from HLA-identical siblings and were
registered with the International Bone Marrow Transplant Registry (IBMTR). The study has
two competing risks; treatment related death defined as death in complete remission and
relapse defined as recurrence of myelodysplasia. In this example, we consider 408 patients
with complete covariate information obtained from the timereg package for R. Among these
408 patients, 161 patients died in complete remission, 87 patients relapsed, and 160 patients
were censored. The covariates considered in our study are age of patient standardized at
mean of 35 years old and platelet before transplantation (1 for more than 100 x 10° per L, or
0 for less). In the data set, the causes of failure are all known. For illustration purposes, we
delete some failure causes by the three following missing mechanisms; missing completely
at random (MCAR), missing at random (MAR), and not missing at random (NMAR).

For the MCAR, the causes of failure are randomly selected for missing with probability
23%. For the MAR, the logistic model is chosen as logit{r(W)} =05+ 1.0* T — 1.0 * age
which yields about 23% missing causes, where T is the failure time. For the NMAR, the
logistic model is chosen as logit{r(W)} = 0.5+1.0*T —1.0*age—0.5*I(A = 1) which yields
about 26% missing causes, where A = 1 corresponds to the death in complete remission and
A = 2 does to relapse. We posit the logistic models for both r(W) and p(W) with logit{r(W,
v} =y1+y* T +yz™age + yy * platelet and logit{p(W, y)} = y1 + 2 * log T + y3 * age +
y4 * platelet.

The results of the estimation of 5 based on the AIPW estimator, the complete-case estimator
and the multiple imputation estimator with the number of imputation m = 5 are summarized
in Table 3. For comparison, Table 3 also includes the estimation of 5 based on the original
data without artificial missing, namely, the full-case estimator. The results from the AIPW
estimator and the multiple imputation estimator are very close under all the missingness
mechanisms and they are closer to the full-case estimator than the complete-case estimator.
The analyses using the AIPW estimator and the multiple imputation estimator are consistent
with the findings from the earlier study; that is, patients with high platelet counts have a
lower risk of treatment related mortality than those with low platelet counts, and a higher
risk rate is seen among the older patients.

5. Conclusion

We propose the inverse probability weighted estimator and augmented inverse probability
weighted estimator for analysis of competing risks data with missing cause of failure, where
the Cox proportional hazard model is utilized to examine the covariate effects on the cause-
specific hazard function for the failure type of interest. The augmented inverse probability
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weighted estimator posses the double robust property such that it is unbiased as long as one
of the parametric models for r(W) and p(W) is correctly specified. The inverse probability
weighted estimator is unbiased only when the parametric model for r(W) is correctly
specified. Under the correctly specified models for r(W) and p(W), the augmented inverse
probability weighted estimator is more efficient than the inverse probability weighted
estimator.

The proposed estimators are compared with the multiple imputation estimator of Lu and
Tsiatis (2001) through simulations. The multiple imputation estimator and augmented
inverse probability weighted estimator have similar performance when the parametric
models for r(W) and p(W) are correctly specified. The augmented inverse probability
weighted estimator has the advantage of the double robustness over the multiple imputation
estimator.

In the competing risks problem, another useful quantity is the cumulative incidence function
which is the probability of occurrence by time t for a particular type of failure in the
presence of other risks. It is known that the covariate effect on the cause-specific hazard for
a particular type of failure can be quite different from its effect on the cumulative incidence
function of that type of failure (Gray, 1988; Gaynor et al., 1993). Fine and Gray (1999)
developed a direct Cox regression approach for the cumulative incidence curve based on
earlier work by Gray (1988) and Pepe (1991). Recently, Andersen et al. (2003) and Klein
and Andersen (2005) suggested pseudo-observation approach for direct modeling for
cumulative incidence probabilities. It would be interesting to study models that relate the
covariates directly to the cumulative incidence function for the failure type of interest in
competing risks data with missing cause of failure.
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Condition A

(A.1) Ap(t) is continuous on [0, z]. The distribution of C is continuous on [0, 7] and P
(C > 1) > 0. The covariate processes Zj(t) have paths that are left continuous and
of bounded variation, and satisfy the moment condition E[||Z;(t)||* exp(2M]|
Z;i(t)I)] < oo, where M is a constant such that g € [-M, M]P and ||A]| = maxy | |ay|
for a matrix A = (ay).

(A.2) Each component of sO)t, 8) is continuous on [0, 7] x [-M, M]P for M >0, j =0,
1, 2and sO(t, ) >0 on [0, 7] x [-M, MIP. supeo 4 se=mmpP ISP, B) — s0)t,
B)ll = Op(n~Y2), and sup,e-3a Suptefo, ,per-mmiP ISO(E B, w) — sO(t, B)I| =
Op(n"12) forj=0, 1, 2.

A.3 T
(A-3) The matrix Z=f0v(t,ﬁo)/lo(t)s(o)(t,ﬁo)df is positive definite.

(A.4) Thereisao >0 such that r(W;) > o for all i with A; > 0. Both r(W;, w) and p(W;,
y) are twice continuously differentiable with respect to v and y, respectively.
There exist " and y* satisfying the equations ES ;,=0 and ES },=0, respectively,
where S ; and S, are the corresponding score functions for r(Wj, y) and p(Wj, 7)

given in (19). The information matrices Z; and Z, also given in (19) are positive
definite.

Proof of Theorem 1

Consistency of B

Let yq be the true value of w such that r(W;) = r(W;, wg) under the correctly specified model
for r(W;). Then i 2 y,. Let

v _ R;
(B, Wo)=n 121 o0 - %2.p) oo,

When r(W;, w) is the correct model for r(W;), z(t, B, wo) = z(t, B), where Z(t, 8, wo) is the
limit of Z(t, 8, wo). Under the conditions of Theorem 1, "™ Uy (8, w) = &(B, wo) + Op(n™1?)
uniformly in g € [-M, M]P for M > 0.

By application of the Glivenko—Cantelli and Donsker theorems, &,(8, wg) = &(8, wo) +
Op(n~Y2) uniformly in g € [-M, M]P, where

J Stat Plan Inference. Author manuscript; available in PMC 2013 July 1.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Hyun et al.

Page 14

EB.W0)=E | [ Z(t) - Z(t.B) N(dz)]

(Ql’ l//O)

When r(Wi, wg) is the correct model for r(W:), £(B, yo)=E [f(: (Zi(n) - Z(I,B))Ni(dl)] by the
double expectation formula E[-] = E{E[:|Wj, Aj, Aj > 0]} and the missing at random
assumption (2). Hence

U9 D E| [ (i) 2. B) Nitdn)|

uniformly in g € [-M, M]P for M > 0.

Let 7 = o{Nj(s), Yi(s), Zi(s),0 <s<t,i= ., N} be the o-field generated by the observed
information on the failure/censoring times and covariates up to time t. Then the intensity of
the counting process N;j(t) is given by E{N;(dt)] %} = A1(|Z;(t))Y;(t)dt. Under the
independent censoring assumption stated in the introduction, A, (#|Z;(1))=A7 (1Zi(1)). Hence

Mi(D=Ny() — [, Yiw)d ulZi(w)) du=Ni(t) — [ Yiu)e®s % 2o(u) du is a martin-gale with
respect to 7. Since £ [ o @i(t) = (2. Bo)) Yi(0)eo O ag (1) dt] =0, it follows that

&@Bo, Yo)=E [ﬁ, (Z(1) — (8, Bo)) Mi(dt)] =0, By Condition (A.3), A is the unique solution to
&(B, wo) = 0. We have EI N Bo by Theorem 5.9 of van der Vaart (1998).

Asymptotic Normality of

19U,(B, gl/) —
Since U, (ﬂ| @ 0, v (ﬂl ¢’) 0. U, Bo- W)__; B ’ ~(ﬁI - Bo)

pp , where,b; is on the line
segment between /3 and fy. We have

—~ -1
10U, 1 .
Vi (5, —Bo)=[—; (;gw)|ﬁ_ﬁ] %UI(B(LM/)'

By (A4), y LS Wo under correctly specified model for r(W;). By Condition (A.2) and the
consistency of £}, V¢, 3, ) LS v(t, Bo) uniformly in t € (0, 7]. We have

L) =S (V0B s dN ) D E | [yvte o o]

:Z.

Thus

VA (B, - Bo) =Y 40, (1) n™ U, (B, B, @
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Let a(:, ) = an(, )y, 1, y) = (W) 9y, () = ar(, )9y T, and

n T 7. R,-'T s
HO,B,y)=1 ZYi(t)eﬁ 70 R Q)

HO@.,9)=; zYmeﬂTZ@z O}

M 7, (0) Rt (Q1.0)
WO, B, )= E[Yl(f)@ﬁ =TT ]

W B =E | Ve 02,0 5 L0

By the Taylor expansion of U (8o, v) around vy,

aUl(ﬁ07l//)|

o0 |, VI vorrop (D)

n™ 2 NnU, (Bo, v)=n"""*U, (Bo, wo)+n™"

Note that

_laU (Bo, ‘//)|

ZVw‘i'O (D),
O Y=o g

where

a()
y=E f(T)(Zl([) (¢, o)) Rz (01, lJ/o)le(t) h((o))(tﬁo o) S (fﬁoslﬂo)h(l)(fﬁo,%)) Ry dN (8)) ]

=Q1¥0) thoo) S apogoy ) OO

It follows that

™' 2U, (Bo, w)=n"""2U,(Bo, o)+ Vi V@ — o)+, (1). ©

Since
Zf 5% (Zit) = Z(1.Bo, 10)) i) %D dNo(1)=0,
we have
n'2U,(Bo, t/ro):n—lﬂiznl:ffoﬁ (zl-(;) - Z(t, Bo, lﬁo))dM,'(l‘).

Under correctly specified r(W;), E[Ri{z(Qi, wo)} M;(t)] = 0. By Glivenko—Cantelli and

Donsker theorems, 7"/ 2Zi:1Ri{ﬂ(Qi, Yo)}™' Mi(r) converges weakly to a mean zero
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Gaussian process and Z(z, 8o, ¥o) i (¢, Bo) uniformly in t under the correctly specified
model for r(W;). Applying Lemma 2 of Gilbert et al. (2008), we have

[o1Z(t.Bos o) — (e, Bo)} din™ ”ZZ 0 W)Mm}ao

Hence

n R
-2y = ——(Zi(t) = 2(t, Bo)) dM,; 1.
n~'2U,(Bo, o) Z} S50 0 = &t Bo)) dMi(0)+0,(1) (10)

Let Sy and I, be the score vector and the information matrix under the parametric model
r(W;, v), respectively. Specifically,

§ = LR (Wi (Wido)
Y= T (Wb L=r(Wi ) 1)
[S S _ IAO{R —r(Wh, lﬁo)}r(Wl Wo)]
¥l W1 R I=r (W Jo)} >

Under (A.4),

v - Iﬁo=n_121¢215wi+op(n_”2)- (12)
i=1

By (9), (10) and (12), we have

n_]/zU[(ﬁ(),;ﬁ\)zn_]/zzwi'i‘op(l)’ (13)
i=1

where

wi= [ 1Zi(t) = Z(t.Bo)) p—l w)de Vi, 'S yi.

By the central limit theorem, n=/2U; (8o, w) converges in distribution to a normal random
vector with zero-mean and covariance matrix E[wlwlT].

It follows by (7) and (13) that \/71(51 —Bo) converges in distribution to a zero-mean Gaussian

-1 -1
. . . T
random vector with covariance matrix § Elww]] E

Proof of Theorem 2

Consistency of Ba

Under (A.4), there exist " and y* such that 7 2> y*and 3 2 5. Let
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W) Wy Foe? i)

By, Y= Y [0 o)~ %t B)
i=1

Under Condition A, n"YUA(B, v, 7) = nn(B, ", ") + Op(n~*2) uniformly in g € [-M, M]P
for M > 0.

By application of the Glivenko—Cantelli and Donsker theorems, (8, ™, 7)) = n(8, v", y") +
Op(n~Y2) uniformly in g € [-M, M]P, where

R Ri — r(Wi,y) g
r(Wi,lﬁ*)dNi(t) - Wp(wi,y )dN: (Z)}}

(B0 Y)=E { [ i) - 22, B) [

If at least one of r(W;, yo) and p(W;, yo) is correctly specified for r(W;) and p(W;), then

nB.y*,y)=E [ INZ0E Z(t7ﬁ))Ni(dt)] by the missing at random assumption (2) and by
using the double expectation formula E[-] = E{E[:|W;, Aj, Aj > 0]} if r(W;) is correctly
specified and using E[-] = E{E[-|W;, Ri, Aj > 0]} if p(W;) is correctly specified. Hence

0B D E| [} 20 - 20.8) Nitdn)

uniformly in g € [-M, M] if at least one of r(W;, wg) and p(W;, 7o) is correctly specified for
r(W;) and p(W;). Since #(Bo, w", ") = 0 and f3 is the unique solution to (8o, ", y") = 0 by

Condition (A.3), we have ,EA ki Bo by Theorem 5.9 of van der Vaart (1998).

Asymptotic Normality of ﬁA

—_ 10U, ~ i
Since Ua(B, v, 7) =0, Uﬂ(ﬁo"ﬂ’@—‘; B |ﬁzﬁ(ﬁ/‘ _'BO), where £ is on the line
segment between £ and Sg. We have

-1

— 18U,(B, ¥, 1 —
\/E(IB _BO)Z[_;%[B:[;) %UA(ﬁOvlﬁ’%.

By Condition (A.2) and the consistency of fa, V(t,B) LR v(t, Bo) uniformly in t. Furthermore,
by (A4), 7 5 yrand 7 £, 5+, we have

n

1 N R; Ri— r(Wi, ) i
== § V(t,ﬁ)[ —dN;(t) - ———=—p(W;,y) dN} (1)
ﬁ:ﬁ n i=1 j; r(Wi’ 110) r(Wi7 d’)

100,655
n aB

converges in probability to
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- W’ * % %
» —E[ fOV(tﬁo)( T W)dwn %p(whwdzvlm)],

which equals to Z=f(7)V(t,,30) 2005 (1. o) dt if at least one of r(w) and p(W) is correctly
specified. Thus

VA (B, ~Bo) = +o,(1) 12U, (Bo. B (14

Let 7(, y) = a(.y)/ Ay, v(, v) = A, p) Ay, p( ) = (. )&y, and r(, ) = (. NIy

By the Taylor expansion of Ua(Bo, v, 7) around " and 5",

n 12U, (Bo. ,7)
=n‘1/2U Bo, ", y")+n _13U (ﬁot//y)|
10U, (,30'//7)|

dr lgy=ry)

W=y Vi =4
Vn(y = y*)+op(1).

+

Note that
—19U,Boy:y) p
— =P,+o0,(1),
" o x, )’w,w:(w,y*) wrop()
n-l 0
—A =P, +o0,(1),
I R M
where

Pu=E| 31210 = 2t o)) BNy (@) = oW1, ) AN 0) .

(15)
Py=E | [{71(0 ~ 20 ol i (W) aN; )]

It follows that
n™ U, Bo, b, 7= U, Bo, ™, v )+ Py NGy — )+ Py Nn@@ — y)+o,(1).  (16)
Let Mi(n)=Ni(t) — [ Yiw % dAo(u), and

.o N R _ i—r(Wi,W*) A £ [y JZ,'(M)
M ()= Nl ~ == 5 (Wa YO Ni (@) JoYiweo ™ dnow).  a7)

Since Z;ﬂ) (z( - Z(t. Bo)) Vi)™ dho(0=0, it follows that
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" PUL Boy y=n Y [1 (20 = Zae o)) a0,
i=1

Similar to the arguments given above, E[ M; (r)]=0 if at least one of r(W;) and p(W;) is
correctly specified. By application of the Glivenko-Cantelli and Donsker theorems,

n~12 M (1) converges weakly to a zero-mean Gaussian process and Z(z, 5,) 2 Z(t, Bo)
uniformly in t. Applying Lemma 2 of Gilbert et al. (2008), we have

[o(Z(t.Bo) ~ 2t o)} dtn™ 2> M (1)) 5 o
i=1
Hence

U, (Bo.w",¥)= ) [o(Zi(t) = 2t Bo)) dM; (1) +0,(1). (18
i—1

Let Sy; and 7, be the score vector and the information matrix under the parametric model

r(Wi, ), respectively, and S ;i and 7, the score vector and the information matrix under the
parametric model p(W;, y). Specifically,

§* = L(A>ORi—r(Wi g )} r(Wi™)
pim r(Wigl=r(Wiy™)} >
§* = RIAOUA=D—p(Wiy )lp(Wiy")
Yt

Py I—p(W,, 7)) ’
1CA 0N R, = (W1 V(W 07 (19)

* __ T _

I,=E[SyS}, WD = (W) |
[=E[SyyST, - RIG0UE s o)
y ¥1°41 Py T-p(W 7)) )

Under (A.4),
g—yr=n Y )T o) (20)
i:l
and
¥ - y*:n_IZ(I;)_lS;i+op(n_l/2). 1)

i=1

By (16), (18), (20), and (21), we have

w20, Bo, =) o, (1), 22)
i=1

where
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¢i= [\ Zi(6) = Xt Bo)} dM; (1) = Py(I) 'S 3 = Py(I)7'S .

By the central limit theorem, n=Y2U,(Bo, v, 7) converges in distribution to a normal random
vector with zero-mean and covariance matrix E[<p1<p1T].

It follows by (14) and (22) that Vn (Z;’A - ,30) converges in distribution to a zero-mean
-1 - -1
Gaussian random vector with covariance matrix Z El¢14 ]Z
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