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ABSTRACT

In many longitudinal studies, repeated response and predictors are not directly observed, but can be
treated as distorted by unknown functions of a common confounding covariate. Moreover, longitudinal
data involve an observation process which may be informative with a longitudinal response process in
practice. To deal with such complex data, we propose a class of flexible semiparametric covariate-adjusted
joint models. The new models not only allow for the longitudinal response to be correlated with observa-
tion times through latent variables and completely unspecified link functions, but they also characterize
distorted longitudinal response and predictors by unknown multiplicative factors depending on time and
a confounding covariate. For estimation of regression parameters in the proposed models, we develop a
novel covariate-adjusted estimating equation approach which does not rely on forms of link functions and
distributions of frailties. The asymptotic properties of resulting parameter estimators are established and
examined by simulation studies. A longitudinal data example containing calcium absorption and intake
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measurements is provided for illustration. Supplementary materials for this article are available online.

1. Introduction

In many medical studies, both response and predictor vari-
ables may not be directly observable due to influence of a con-
founding variable. Instead, contaminated/distorted versions of
variables may be observed through a multiplicative/additive
distorting factor that is an unknown smooth function of
an observed confounding variable, such as body mass index
(weight/height®)(BMI) or other measures of body configuration.
Such an example is the fibrinogen data in Kaysen et al. (2003),
where both plasma fibrinogen concentration as response and
serum transferrin level as predictor for 69 hemodialysis patients
are distorted and the BMI can be taken as a confounding vari-
able. To deal with this situation, Sentiirk and Miiller (2005, 2006)
developed a covariate-adjusted regression (CAR) method. The
CAR method has been applied to different models. For exam-
ple, Cui et al. (2009) extended the covariate-adjusted regression
to nonlinear model with the response and predictors distorted
by multiplicative factors; Sentiirk and Nguyen (2009) developed
a broader class of partial covariate-adjusted regression (PCAR)
models.

A typical example of distorted longitudinal response and pre-
dictors is a longitudinal dataset including the calcium absorp-
tion and intake measurements on 188 subjects (Davis 2002,
p- 336). For the analysis of such data, Sentiirk (2006) proposed a
covariate-adjusted varying coefficient model through body sur-
face area (BSA) and developed a two-step estimation method.

However, the asymptotic properties of the estimators have not
been established.

In the longitudinal dataset mentioned above, every individ-
ual was scheduled to be measured in five-year intervals for the
calcium absorption, calcium intake, age, BSA, and some other
variables. However, the actual measurement times were not the
same as the exact scheduled times, and the number of repeated
measurements randomly ranged from 1 to 4. It is intuitive to
regard these measurement times as from an underlying obser-
vation process whose jumping points are ages at measured.
Here, we can take the birth year as the starting time point. As
shown by Heaney et al. (1989), age had a significant influence
on calcium absorption efficiency, implying that the observation
process is informative with the response, calcium absorption.
This example motivates us to study distorted longitudinal data
with informative observation times. For the analysis of longi-
tudinal data with informative observation times, two methods
have been developed. One is the conditional modeling approach
(Sun et al. 2005; Zhao et al. 2014), which directly characterized
the dependence between the response process and the observa-
tion times. Another one is the frailty-based approach proposed
by Sun, Sun, and Liu (2007), Liang, Lu, and Ying (2009), Sun,
Song, and Zhou (2011), Zhao, Tong, and Sun (2012), and Zhou,
Zhao, and Sun (2013) among others.

The methods mentioned above are designed for either dis-
torted longitudinal data with noninformative observation times
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or undistorted longitudinal data with informative observation
times but not for distorted longitudinal data with informative
observation times. To the best of our knowledge, no statisti-
cal methods can be available for analyzing distorted longitudi-
nal data in the presence of informative measurement times in
the literature. Our goal is to develop a new approach for the
statistical analysis of such complex longitudinal data. For this
purpose, we propose a class of flexible semiparametric covariate-
adjusted joint models, where repeated responses and predic-
tors are contaminated with unknown multiplicative functions of
time and a confounder variable, and longitudinal response and
observation processes are correlated through latent variables
and completely unspecified link functions. For inference, a novel
covariate-adjusted estimating equation approach is developed.
The remainder of this article is organized as follows. We
begin in Section 2 by introducing notation and describing
the covariate-adjusted joint models for distorted longitudinal
data with informative observation times. In Section 3, a novel
covariate-adjusted estimating equation approach is developed
to estimate regression parameters in the proposed models. The
asymptotic properties of the resulting estimators are given in
Section 4. The simulation results are presented in Section 5
to assess the finite-sample performance of the proposed infer-
ence procedure. A real example of distorted longitudinal data
is provided to illustrate applications of the proposed method in
Section 6. Some concluding remarks are made in Section 7. All
technical proofs are given in the supplemental materials.

2. Statistical Model

Consider a longitudinal study that consists of # independent
subjects. For subject i, let Y;(t) and X;(t) be the underly-
ing unobserved response variable and p-dimensional vector
of covariates valued at time t. We assume that Y;(¢) takes a
marginal model
E{Y;(O)IXi(t), Z} = po(t) + BoXi(t) +g(Z), i=1,...,n,
(2.1)

where () is an unknown baseline mean function, and B, is
a p-dimensional vector of regression coeflicients, Z; is an unob-
served positive latent variable, which is independent of X;(-),
and g(-) is a completely unspecified function with E{g(Z)} = 0
for identifiability. Model (2.1) characterizes the marginal mean
of the process Y (-) while leaving its dependence structure and
distributional form completely unspecified.

The repeated response and covariates can be observed
after being contaminated by unknown functions of a common
observable variable U and time. That is,

Yi(t) = ¢ (U, )Yi(t) and  X(t) = ¢, (Ui, )X (1),

r=1,...,p (2.2)
are the actual observable response and covariates valued at
time ¢, with ¢ and ¢, being the unknown distorting functions.
The identifiability requires the condition that the distortion is
mean-preserving for each ¢, that is, the means of the observed
variables E{}~’i(t)} and E{)?ri(t)} are the same as those of the
underlying variables, E{Y;(¢)} and E{X,;(¢)}, respectively. Under

the assumption that U is independent of Y and X (-), this iden-
tifiability condition is equivalent to the following constraints:
E{y(U,0)} =1

and E{o,(U,t)}=1, r=1,..

-5 P
(2.3)
for time ¢. Models (2.1)-(2.3) will be referred to as the covariate-
adjusted marginal model for distorted longitudinal data.
Suppose that Y;(¢) is observed at distinct time points
0<T <T,<-- < Tk, where K; is the potential num-
ber of observations on subject i. In the following, we regard
these observation times arising from an underlying count-
ing process N;*(t) characterized by N;(t) = ZkK’Zl I(Ty <t)=
N*(min(t, C;)), where I(-) is the indicator function, and C; is
the follow-up or censoring time with K; = N/ (C;) for subject

i,i=1,...,n. Then, the process Y;(t) is observsd only at the
time points where N;(t) jumps. The covariate {X;(¢),0 <t <
Ci,i=1,...,n}isassumed to be observed.

Following Liang, Lu, and Ying (2009), we assume that the
potential observation process N;*(¢) is a mixed Poisson process
with the intensity function

AV, Zi) = kO Zh(Vy), i=1,...

, 1, (2.4)

where A((t) is a completely unknown baseline intensity func-
tion, h(-) is a completely unspecified positive function, and V; is
a vector of /-dimensional baseline covariates, which is indepen-
dent of the frailty Z;. Let Ao (t) = fot Ao(s)ds and take Ay(7) =
1 for the identifiability with t being the length of the study.

Remark 1. In model (2.1), g(-) takes a role of an unknown link
function that is used to characterize the relationship between
the longitudinal response and observation processes. To see this,
we suppose that Y;(t) follows a semiparametric random effects
model

Yi(t) = po(t) + BoXi(t) +mi+&i(t), i=1,...,m,
where 7); is a random variable of subject-specific effect and ¢;(¢)
is a zero mean measurement error process. Taking the con-
ditional expectation of Y;(t) yields model (2.1) with g(Z;) =
Ei|Z;). For example, if one takes g(Z) = p{Z — E(Z)}, then
p characterizes the relationship between the observation process
and the longitudinal response process. When p > 0 (p < 0), the
two processes are positively (negatively) correlated; when p = 0,
the two processes have no correlation given the covariates.

For inference on models (2.1)-(2.4), we need some basic
assumptions: (A1) conditional on X (-), V, and Z, the processes
N*(-) and Y (-) are independent; (A2) conditional on X (-) and
V, censoring time C is independent of N*(-), Y (-), and Z (C is
noninformative); (A3) U is independent of X (-), V, Y (-), N*(+),
C,and Z.

The observed data consist of

{0; = (K;, Ti., Nix., Ui, ?iKp G, Xi(t), V),
0<t=<(C,i=1,...,n}
with Tix, = (Ti1, ..., Tix)» Nig, = (N(Ti1), - ... Ni(Tik))'s

?H(i = (?l-(T,-,l), e ?i(Ti,K,-))/- The central goal of this article
is to estimate coeflicient 8, in (2.1) based on the observed data.



3. Estimation Procedure

3.1. Estimating Equation for B, based on Uncontaminated
Data

In this subsection, we present an estimating equation for S,
when Y;(t) and X (¢) are observable. First, it follows from Liang,
Lu, and Ying (2009) that

E(&dN )|V, Zi, G, Ki} = &(H)KiAo (C) ™ d Ao (1), (3.1)

where &;(t) = I(C; > t). Then, under assumptions (Al) and
(A2), by (3.1), we have

E [K7H{Yi(1) — BoXi()}AN:(D)|Xi(t), Vi, G
= E[E{K " (Y;(t) — BoXi(t)dNi(£)|X;(t),
x Vi, G, K, Zi}1Xi(8), Vi, G
= E[K'E{(Y;(t) — BoXi(t)IXi(t). Ci, Ki. Z;}
x E{dN;()|Vi, G, K, Zi}Xi(t), Vi, G
= E[K Huo(t) + g(Z))&(DOKi Ao (C) ' d Ao (1)IXi(t), Vi, C]
= &(t) [1o(t) + E{g(Z)IXi(t), Vi, Ci} ] Ao(C) ' d Ao ()
= E(O o () Ao (C) T dAg (1) = &) Ao (C) ' d Ay (1),

where Ao (t) = [ po(s)dAo(s). Define

(3.2)

dMl(t’ ﬁOa AO’ AO? Yl()a Xl())
= &(t) [K{Yi(t) — BuXi(t)}dN] (t) — Ao(C)~'dAo(1)] .
Then it follows from (3.2) that
E{dM;(t; By, Do, Ao, Yi(+), Xi(-))} = 0. (3.3)

Thus, for given B, a reasonable estimator for A, is the solution
to

D O Mit; By, Ao A Yi(), Xi()) =0, 0<t<r.

i=1

Denote this estimator by Ao(t; Bos Ao, Yi(4)'s, X;(-)'s), which
can be expressed as

Ao(t: Bys Ao, Yi()'s, Xi(+)'s)
n t —1 g _ R .
:n—IZ/ K,' [Yi(u) BOXI(u)]dM(u),
i=1 0

SO ) (3.4)

where

SOty =n"" Y E(®)A(C) .

i=1

To estimate B, we construct a proper estimating function for S.
On one hand,

> [ Xittrdm: B Ao Aot B Ao Vs
i=1 Y0
X X,()'5), Yi(, X))

=3 [ KXo - FX )N
i=1 ¥0
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- /0 E(OXi()Ag(C) ™!
i=1

n~t Y KUY () — BX ()]
) SO (1)

dN; (t)

=Y | K - X1 - FXi@laNo),
i=1 Y0
(3.5)
where X (t) = S’ (t) /$© (t) with

S () =n"" Y EOXi()A(C)
i=1
On the other hand,
-1 IK.*IXit—)_(t "X (+)dN; (¢
n ;fo THX () — X (1)) BX ()dNi ()
=E [ f KX () — %(8)) BuE(1)dN, (t)} +0,(1)
0

=E[/ Box(OK; {51 ()X (DE (AN} (1)|X1 (1), V1, Cr, Ki)
0

—x(O& (OEN] (1)|X1 (1), V1, Gy, Kl)}] +0,(1)

/Oﬁéﬁ_c(t)[E{&(t)Xl(t)Ao(Cl)_l}

—X()E{& () Ao(C1) " }d Ao () + 0,(1)
= 0,(1),

where X(t) is the limit of X (¢). Similarly, we have

(3.6)

Yy / T KHXi() = XYY (1)dNi(t) = 0,(1),  (3.7)
i=1 /0
where Y (t) = S& (£)/8© () with

St =n Y EOYi() Ag(C)
i=1
Therefore, if Ay is known, by combing (3.3), (3.5), (3.6), and
(3.7), we can estimate B, through the following estimating
equation:

W (B; Ao, Yi(-)'s, Xi(-)'s)
= Z/O KHXi() = XOM{Yi(t) = Y ()}
i=1

— B{Xi(t) — X (t)}]dNi(t) = 0. (3.8)

Since ./io(t; B, Ao, Yi(-)'s, X;(-)'s) given in (3.4) and the esti-
mating Equation (3.8) involve the unknown function Ag, we
need to estimate it. Following Wang, Qin, and Chiang (2001),
we can use the nonparametric maximum likelihood estimator
(NPMLE) for A as follows.

Let {s;,] =1, ..., m} denote the ordered and distinct values
of all observation times {T;;: j=1,...,K;,i=1,...,n} for
the longitudinal response variable. Let q; = ) ., dN;*(s;) be the
number of observations at s;, and N; = Y, I(s; < C))N;(s1)
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be the total number of observations with observation times and
censoring time satisfying T; ; < s; < C;. Then we can derive the
conditional likelihood function of the observed data on the T; ;s

conditional on {K;, C;, V;, Z;}, and the NPMLE A¢(t) of Ag(#)
can be given by

A QI
Ao(t) = 1—=,
o(t) ]"[( Nl)

where the product is taken to be 1 if there is no s; with s; > ¢.
Thus, we have the following estimating equation for 8 by
replacing Ag with its estimator,

W (B: Ao, Yi(-)'s. Xi(-)'s)
-y /0 KX - X)) - T (o)
i=1

— B(Xi(t) — X()}]dNi(t) = 0, (3.9)

where X (t) = §© (£)/8© (t) and ) = S1(£)/8© (¢) with

$O) =S EMOAC)

i=1

00 = Y EOX0AC)

i=1

S0 =0 Y EOYMOAC)

i=1

3.2, Estimating Equation for 8, based on Contaminated
Data

In this subsection, we aim to estimate B, under models
(2.1)-(2.4).
For each fixed ¢, we have
E[Y ()|U]

E[Y(®)] ’

g,y = YL

w(U,t) =
©.1) EX,®)] °
(3.10)

For convenience, we denote the density function of U by p(u)
and define

gr (U, t) = E[Y(1)|U]p(U)

and g (U,t) = E[X,()|Ulp(U), r=1,... (3.11)

’p*

Using the idea of Cui et al. (2009), based on (3.10) and (3.11),
we can use the kernel estimators for ¥ (U, t) and ¢, (U, t),
r=1,..., pasfollows:

1/ (nh) YL K((u— Uy /)Yi(t)

V(u,t) = 1/(nh) Y1 K((u — U;) /h)
1 4 §Y(u, 1) 1
x = &8 N
Y(¢) p(u) Y(t)
b 1) = L) X, K = Ud/mXt)

1/(nh) 37— K((u = Up)/h)
1N & (u, t) 8 1

— =2 =, (3.12)
X, P Xt

where 7(1‘) =n'Y", ﬁ-(t),?,(t) =n '3 X(t), his a
bandwidth, and K (-) is a suitable kernel function. Let

Vi) = Vi) /¥ Ui, 1), Xi(t) = X,i(t) /¢, (Uy, t)
and  X;(t) = Xy(t), ..., Xp(t)). (3.13)

Substituting Y;(¢) and X;(t) by their estimates 1?, (t)and X;(t) in
W(B; Ao, Yi(+)'s, Xi(-)'s) of (3.9), we obtain the final working
estimating equation for f as follows:

W(B) £ W(B; Ao, Vi(-)s, Xi(-)'s)
=Y [ Ko -Xo)dio - T
i=1 70

— B&i(t) — X()}]dN(t) = 0, (3.14)

where X (1) = 8 1)/ (t) and Y (¢) = 8L (£)/8© (1), with

§§(1)(t) —n! Zfi(t)Xi(t)AO(Ci)_l

i=1

and

Sy =n">" EOTHAC)

i=1

Solving the above Equation (3.14), the estimator for B, has a
closed form

n T ~ -
B= {Z/O K YX(1) —)_((t)}@)zdl\]i(t)}
i=1

x {Z / KM {Yi(t) = Y (OHX(t) — Tc(t)}dz\n(t)} ,
i=1 Y0
where a®? = ada’ for a column vector a. Then, Ay can be esti-
mated by

Ao(t) = Ao(t; B, Ao, Ti(-)'s, Xi(+)'s)

_ Z” CKUYi(w) — BXG(w)]
— 1 1 _ dM .
! i=1 A‘ S(O)(u) ®

4. Asymptotic Properties

To establish the asymptotic properties of the estimators, we need
the following regularity conditions.

Cl. P(C>1,Z>0)>0,E(Z*) <00,and P(C > 7)) = 1,
where 7, = inf{t : A¢(t) > n} for some n > 0.

C2. X;(t),Y;(t),i=1,...,n have bounded total vari-
ations, that is, |X.,(0)|+ [y |dX.(t)| <M, and
|Y;(0)| + fof |[dY;(t)| <M, for all r=1,...,p and
i=1,...,n, where X,; is the rth component of X;
and My, M, are constants.

C3. E{N/(1)} <occandK;>1(i=1,...,n).

C4. For each t, g-(u; t) = E[X, ()], (u, t)p(u),1 <r < p,
gr(u,t) = E[Y(t)]Y(u, t)p(u) and p(u) are 3-times
differential with respect to u, and their third derivatives
satisfy the condition that there exists a neighborhood of



the origin, say, A and a constant ¢ > 0 such that, for any
s e,

g (u, t)| < ¢,
e, t)| < ¢,
PP W) < .

1§ (u+68,t) —
18P (u+6.1) —
1p® (u+8) —

1<r=<p

Furthermore, |g,(u,t)|,1 <r < p, |gv(u,t)| and p(u)
are greater than a positive constant and less than another
positive constant, ¢, (u, t) and ¥ (u, t) are bounded.

C5. The continuous kernel function K (-) satisfies the follow-

ing properties:
(al) the support of K(-) is the interval [—1, 1];
(a2) K(-) is symmetric about zero;
@3) [} Kwdu=1, [} wK@udu=0,i=1,2,3.
C6. The bandwidth / is in the range from o(ni logn) to
O(n=+).

C7. |EY(t)| and |EX,(t)| are bounded away from zero.

C8. I' £ E{f; KH{X(t) — X(t)}®*dN(t)} is positive

definite.

These are all mild conditions that could be satisfied in usual
situations. The boundedness conditions in C2 and C3 simplify
the derivation of the asymptotic results. C4 is the boundedness
and smoothness condition for functions g, (-; ¢) and gy (+; t) and
the density function p(-) of U. C5 and C6 are commonly used for
the asymptotic properties of kernel-based estimation (see, e.g.,
Zhu and Fang 1996; Cui et al. 2009). C8 can be interpreted that
the sample covariance is asymptotically nonsingular.

To present the asymptotic normality for B, we define

=ly / KR — XO)dN ),
i=1 V0

£
I

/ &) — XOVANL(E: B Ao, Ao, B0, Ki()),
0

N 5 ol AT X
Wy = EZ/O‘ KIIY](t){X](t) _X(t)}

_ o1
O =0+ o - S Rl
n- IZZ 1Yl(t)
1< T N N =~ /,\
iy == |2 Y [ BOK E0E0 -Xoyano | b
j=1"0

A BN PN o o =
by = /0 Hi()K; ' X (0)1Y;5(0) = Y ()
=1

— B &) — X (0))}dN; (1),

JOURNAL OF THE AMERICAN STATISTICAL ASSOCIATION 5

and H;(t) is the diagonal matrix with its 7th diagonal element

being

{Xi(t) — X (O} + {Xit) —n 'Y, rz(f)}/2
n-! Zl 1 rl (t)

The asymptotic normality for B is summarized as follows.

I:Irri(t) =

Theorem 1. Under conditions C1-C8, \/E(B — B,) converges
in distribution to a random normal variable with mean zero
and a covariance matrix X = E(a 2) which can be consis-

tently estimated by £ = 1 37 a%%, where a; = [''a; with
4
w; = 2]21 wj;.

By Theorem 1, an approximate (1 — &) asymptotic confi-
dence interval for 8, is

A [Gr A |6
|:ﬁr — Za)2 i’ IBr + Za /2 - :| s
n n

where z,, is the (1 — «/2)th quantile of the standard normal
distribution, and 6,, is the rth diagonal element of X.

5. Simulation Studies

In this section, we conducted Monte Carlo simulation studies to
evaluate the finite sample properties of the proposed estimators.
We generated the latent variable Z; from a gamma distribution
with mean 1 and variance 0.25. For the longitudinal response
process, we generated them from the following model:

Yi(t) = po(t) + BoXi(t) +g(Zi) + &i(t),

where po(t) =log(l1+1t), and g(Z) =p(Z —1) with
p =—0.5,0, and 0.5, and ¢&;(t)’s are independent standard
normal variables. For the covariate X;(t), we considered the
following two situations:
(al) The time-independent covariate X; follows the uniform
distribution over interval (0, 1).
(a2) The time-dependent covariate X;(t) takes the form
w; log(t), where w; has a uniform distribution over inter-
val (0.5, 1).
Suppose that Y;(t) and X;(t) are distorted by (2.2). The
confounding covariate U was simulated from Unif (0.5, 1.5);

the distorting functions were chosen as ¥ (U;t) = %
20U
and ¢ (U) = % for case (al), and ¥ (U, t) = % and

U, t) = % for case (a2).

For generation of censoring time C;, we considered two cases
as follows:

(c1) (Covariate-independent case) C; follows a uniform distri-
bution over interval (t/2, 7).

(c2) (Covariate-dependent case) C; = min{C;, t}, where Cf
satisfies log(C;) = 4(1 4+ 2V;) +¢; with V; being the
same as X; in (al) and ¢; ~ N(0, 1).

In both cases, T = 18.

For the generation of the observation process N;*(t), we con-
sidered a mixed homogenous Poisson process with Ao(t) = 1/7,
that is, given V;, C;, and Z;, K; was generated from the Poisson
distribution with mean 2Z,C; exp{V;}/7. Given K;, the observa-
tion times (T; 1, ..., T; k) were taken to be the order statistics
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Table 1. Simulation results for 8 under the covariate-independent censoring and
time-independent covariate situation.

Table 2. Simulation results for 8 under the covariate-independent censoring and
time-dependent covariate situation.

n =100 n =200 n =100 n =200
P B BIAS SSE ESE cp BIAS  SSE ESE CcP o B BIAS  SSE ESE CcP BIAS SSE ESE cp
—05 —1 0.0410 0.4109 0.4067 0.9450 0.0566 0.2702 0.2797 0.9490 —0.5 —1 0.0139 0.4067 0.4704 0.9620 —0.0221 0.3551 0.3784 0.9550
0.1455 0.4183 0.1384 0.2725 0.0109 0.4113 —0.0048 0.3593
0 0.0400 0.4075 0.3902 0.9400 0.0514 0.2686 0.2772 0.9510 0 0.0504 03960 0.4517 0.9620 —0.0024 0.2844 0.3328 0.9710
01292 0.4162 01227 0.2705 0.0890 0.3914 0.0650 0.2793
1 0.0356 04074 03923 0.9380 0.0454 0.2679 0.2787 0.9530 1 0.0851 0.4838 0.4681 0.9330 —0.0025 0.3295 0.3408 0.9500
01129 0.4149 0.1069 0.2691 0.1670 0.5121 0.1402 0.3725
0 —1 0.0338 03979 03849 0.9450 0.0570 0.2610 0.2729 0.9510 0 -1 0.0125 0.4027 0.4595 0.9610 —0.0048 0.2896 0.3376 0.9650
0.1403 0.4062 0.1406 0.2635 0.0085 0.4074 —0.0091 0.2881
0 0.0320 03962 03807 0.9430 0.0517 0.2596 0.2706 0.9500 0 0.0482 03938 0.4430 0.9640 —0.0003 0.2748 0.3255 0.9650
0.1240  0.4041 0.1249 0.2614 0.0865 0.3900 0.0662 0.2709
1 0.0275 03963 03828 0.9420 0.0457 0.2591 0.2720 0.9540 1 0.0829 0.4830 0.4595 0.9290 0.0002 0.3229 0.3336 0.9470
0.1076  0.4029 0.1092 0.2599 0.1646 0.5131 0.1415 03693
05 —1 0.0260 0.4092 03941 0.9450 0.0573 0.2682 0.2795 0.9470 05 —1 0.0104 0.4182 0.4651 0.9570 —0.0040 0.2905 0.3388 0.9690
0.1351 0.4164 01428 0.271 0.0061 0.421 —0.0079 0.2902
0 0.0240 0.4080 0.3899 0.9360 0.0520 0.2671 0.2773 0.9480 0 0.0459 0.4107 0.4495 0.9610  0.0030 0.2808 0.3289 0.9660
0.1188 0.4145 01271 0.2690 0.0841 0.4069 0.0674 0.2772
1 0.0196 0.4084 03918 0.9360 0.0460 0.2666 0.2788 0.9490 1 0.0806 0.4979 0.4656 0.9240  0.0030 0.3296 0.3370 0.9470
0.1024  0.4135 01114 0.2675 0.1622  0.5280 0.1427 03770

NOTE: The first row is for the proposed estimates, and the second row is for the com-
peting estimates disregarding the distortion fact in the underlying response and
predictors.

of the random sample of size K; from the uniform distribution
over (0, G;).

We took the true value for Sy as —1, 0 and 1, represent-
ing different effects of the covariates X (t) on the longitudi-
nal response variable. The higher-order kernel function K(¢) =
183761 — )I(Jt| < 1) which satisfies " K(u)du =1
and f_ll W K(u)du =0,i=1, 2,3 was used for estimation. For
the bandwidth selection, we chose interval (0.05,1.5) as the
range of h to satisfy condition C6, and partitioned this interval
into a grid of values:

hmin:h0=0.05<h1:h0+8<h2
=h0+28<"'<h20=hma}(:1_5

with § = (1.5 — 0.05)/20. Then the optimal value h* was
selected by minimizing the criterion given in (5.1) below over
a grid of values {h;, j =0, 1,...,20}:

I (7 5 =
; Z‘/(; K,'_l [Y(fi) ) — Y(*i) ®)
i=1

— BotXy (@) — ):((—i) (H)}2AN; (1),

where the criterion is based on_the leave-one-out cross-
validation (Stone 1974), Yy (t), Y (i (t), X(i)(t), X i (t),
and ﬁ(,i) are the corresponding estimates from the data deleting
the information of the ith subject.

Tables 1 and 2 report the simulation results on estimation of
Bo for the time-dependent and time-independent covariate situ-
ations with the covariate-independent censoring time; Tables 3
and 4 display the simulation results for the time-dependent
and time-independent covariate situations with the covariate-
dependent censoring time. In the tables, we compared the pro-
posed estimation method with a competing estimation method
developed by disregarding the distortion fact in the underlying
response and covariates and mistaking the observed response
and covariates as the underlying unobservable response and

(5.1)

NOTE: The first row is for the proposed estimates, and the second row is for the com-
peting estimates disregarding the distortion fact in the underlying response and
predictors.

covariates in the estimating equation. The estimates for the pro-
posed method and the competing method are given in the first
row and the second row of the tables, respectively. The tables
include the estimated bias (BIAS) given by the average of the
estimates minus the true value, the estimated standard errors of
the estimates (ESE), the sample standard deviation of the esti-
mates (SSE), and the estimated 95% coverage probabilities (CP)
obtained from 1000 independent runs.

Based on our simulation results, we have the following
findings: (i) The proposed estimates are nearly unbiased in
all situations considered. However, the competing estimates
are obviously biased and have large biases in most situations.
These facts indicate that the estimation method ignoring
the distortion fact may yield an estimate with a large bias.

Table 3. Simulation results for 8 under the covariate-dependent censoring and
time-independent covariate situation.

n =100 n =200

o B BIAS  SSE ESE CcP BIAS  SSE ESE cp

—-0.5 —1 0.0314
0.1358
0 0.0300

0.1166
1 0.0256
0.0974
0.0236
0.1296
0 0.0216

0.1104
1 0.0170
0.0913
0.0152
0.1235
0 0.0132

0.1043
1 0.0086

0.0851

0.3981

0.3989
0.3958
0.3980
0.3960
0.3981

0.3838
0.3838
0.3820
0.3829
0.3823
0.3830
0.3935
0.3913

0.3915

0.3904
0.3919

0.3906

0.3880 0.9280 0.0306
0.1239

0.0253
0.1051

0.0310
0.0957
0.0321

0.1276

0.0139
0.1087
0.0360
0.1030
0.0520
0.1509
0.0283
0.1123

0.0226
0.0935

0.2710
0.2737
0.2706
0.2723
0.2766
0.2767
0.2606
0.2653
0.2605
0.2637
0.2724
0.2718
0.2857
0.2860
0.2677
0.2728
0.2679
0.2719

0.2760 0.9550

0.3845 0.9260 0.2741  0.9550

0.3871  0.9300 0.2770  0.9450

0.3781 0.9400 0.2695 0.9520

0.3748 0.9370 0.2679 0.9540

0.3774  0.9370 0.2704 0.9470

05 —1 0.3880 0.9410 0.2776  0.9410

0.3846 0.9400 0.2748 0.9550

0.3970 0.9430 0.2766 0.9560

NOTE: The first row is for the proposed estimates, and the second row is for the com-
peting estimates disregarding the distortion fact in the underlying response and
predictors.



Table 4. Simulation results for 8 under the covariate-dependent censoring and
time-dependent covariate situation.

n =100 n =200
P B BIAS  SSE ESE CcP BIAS SSE ESE CcP
—0.5 —1 0.0080 0.4437 03769 0.9660 —0.0211 0.2855 0.3198 0.9680
0.0183 03785 —0.0230 0.2873
0 0.0316 03628 0.4251 0.9710 —0.0048 0.2752 0.3054 0.9600
0.0716  0.3635 0.0451 0.2735
1 0.0441 04219 04354 0.9470 0.0036 03193 0.3107 0.9380
0.1249  0.4559 01133 03629
0 —1 0.0050 03674 0.4329 0.9670 —0.0168 0.2753 0.3089 0.9660
0.0126  0.3700 —0.0224 0.2798
0 0.0271 03554 0.4164 0.9710 —0.0032 0.2655 0.2978 0.9620
0.0658 0.3565 0.0458 0.2656
1 0.0396 04166 04269 0.9470  0.0052 0.3109 0.3032 0.9420
0.1191  0.4517 0.1139 03569
05 —1 0.0012 03789 0.4382 0.9690 —0.0155 0.2778 0.3112 0.9730
0.0068 0.3799 —0.0217  0.2840
0 0.0228 03682 0.4223 0.9680 —0.0016 0.2688 0.3005 0.9630
0.0601 0.3684 0.0464 0.2699
1 0.0352 0.4286 0.4327 0.9510  0.0068 03135 0.3058 0.9350
01134 0.4625 0.1146  0.3601

NOTE: The first row is for the proposed estimates, and the second row is for the com-
peting estimates disregarding the distortion fact in the underlying response and
predictors.

Clearly, large biases in estimation will appear if the confounding
covariate is ignored and the response and predictors are not
adjusted. (ii) The sample standard errors and the estimated
standard errors of the proposed estimate are close to each
other. Also, the estimated 95% coverage rates are close to the
nominal level, that is, the proposed procedure provides rea-
sonable estimates and the normal approximation seems to be
appropriate.

6. Application

We are interested in discovering the relationship between the
calcium absorption and the calcium intake to address the prob-
lem of calcium deficiency. Heaney et al. (1989) showed that the
calcium absorption was approximately inversely proportional
to the square root of the calcium intake, and age had a signif-
icant influence on calcium absorption efficiency. Heaney (2003)
found that the relationship between the calcium absorption and
calcium intake was affected by the body configuration measures
such as body mass index or body surface area (BSA), which was
used as a common confounder by Sentiirk (2006).

We applied the proposed method to the data analysis from
a longitudinal study on 188 subjects. The aim of the study is to
find out the related covariates to the calcium absorption (Davis
2002, p. 336). All the individuals were in the age ranging from
35 to 45 year at the beginning of the study (1967). Repeated
measurements per individual were obtained in 5-year intervals,
with the number of the repeated measurements randomly rang-
ing from 1 to 4. The information including calcium absorp-
tion, calcium intake, age, BSA, and some others was recorded at
each measurement time. However, the calcium absorption and
calcium intake were contaminated. To uncover the relationship
between the underlying calcium absorption and underlying cal-
cium intake, we assumed that calcium absorption and calcium
intake can be adjusted by the common confounder BSA. For the
analysis, we proposed the underlying marginal mean model for
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Figure 1. Estimated and observed calcium absorption.
calcium absorption as follows:
E{Y;(t;)|1Xi(t)), Zi}
= po(tij) + BoXi(tij) +g(Z), j=1,....,K, i=1,...,n,

(6.1)

where Y;(t;;) and X;(t;;) are the underlying unobservable cal-
cium absorption (g/day) and 1/+/intake (g/day) for individual
i at time point ¢;; with #;; being the age (year) for individual i
at the jth measurement time and K; being the number of mea-
surements for individual i, o (¢) is the baseline mean function,
and Z; is an unobservable frailty. Let Yi(t; ) and Xi(t ;) denote the
observable distorted calcium absorption and 1/+/intake, respec-
tively, and U;(%;;) as the observed confounding covariate, BSA,
at time point ¢;;. In addition, we use U; = Kfl Zf:l Ui (t;) for
calculation. Let N;(-) represent the accumulated measurement

25
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©

O observed intake
¢ estimated intake

2.0
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BSA

Figure 2. Estimated and observed calcium intake.
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Figure 3. The top two panels are scatterplots with the loess fitted curves (blue dotted line) for ‘/}u (+) (top left) and ‘ﬁu (+) (top right) along with distinct observation times

(ages); the bottom two panels are scatterplots with the loess fitted curves (blue dotted line) for &T (+) (bottom left) and ‘57 (+) (bottom right) along with distinct confounding
covariate (BSA) values. The plots are given after deleting the minimum and maximum points.

numbers of individual i over the study period, which is assumed
to follow model (2.4) with V; being another age-independent
covariate, and we took the age for individual i at the last mea-
surement time as C; in the analysis. The main goal here is to
estimate regression coefficient By based on the observed data by
using the proposed method in Section 3.2.

According to Sentiirk (2006), three outliers were deleted
before analysis. To use our proposed estimation procedure, the
kernel and bandwidth selection are the same as those in Section
5, with the selected bandwidth being #* = 0.63. We obtained the
BSA-adjusted estimate for calcium absorption and 1/+/intake,
denoted as l?,-(tl-j) and )Ei(t,-j) (j=1,...,K,i=1,...,n).
Then the estimate of 8y is obtained as 0.1908 with the standard
deviation being 0.0322. Accordingly, we gave the estimate
of By without considering the confounding covariate BSA as
0.1890, smaller than the estimate adjusted by BSA. Figures 1
and 2 display the observed and adjusted (estimated) cal-
cium absorption and intake. From these figures, it can be
found out that the calcium intake and especially the calcium
absorption are adjusted at most points. Let s; < --- <'s,,, be
ordered distinct observation times of #;’s and define the aver-

age of estimated distorting functions at each s as 1/;U (sx) =
S i U U il = 50/ iy XL 1t = 50 and
Pulse) = Y1, X5, $Wi tipI(ty = 1)/ Yoy N 18 =

si). Similarly, define the average of estimated distorting
functions at each U; as ¥ (U;) = I(i’lzi-iIW(Ui,t,—j) and
or(U) =Kt Zf;l ¢ (U, t;;). Figure 3 shows the scatterplots
with the loess (Cleveland 1979) fitted curves (AblueAdotted line)

for the estimated distorting functions Yy, ¢u, ¥r, and ¢r,
whose minimum and maximum values are deleted. From these

figures, it can be seen that the estimated values at each s, or
U; are all generally around 1, which just matches with the
identifiability condition (2.3). Spec1ﬁcally, the trends for the
estimated distorting functions 1//U and ¢U are both decreasing
before age 45 and then increasing after age 45. This finding is
consistent with the conclusion given in Sentiirk (2006) where
two groups of data observed at ages before and after 45 were
analyzed separately and independently. As shown in Figure 3,
the estimated distorting functions /7 and ¢y are increasing
and decreasing with the values of BSA, respectively.

7. Concluding Remarks

Taking into account that both the distorted response and pre-
dictors and informative observation times may exist at the same
time for longitudinal data, a class of flexible semiparametric
covariate-adjusted marginal joint models has been proposed.
Here, the longitudinal response process and the observation
times are correlated through latent variables and completely
unspecified link functions, and the repeated response and
predictors are distorted by unknown multiplicative functions
of a common confounding covariate and time. It seems that we
are the first to use bivariate distorting functions of confounding
covariate and time for analyzing distorted longitudinal data.
The model flexibility and complexity result in more challenges
for estimation, computation, and theoretical proofs. A novel
covariate-adjusted estimating equation method has been devel-
oped by using the estimators of the unobservable response and
predictors obtained through nonparametric kernel estimators
of the distorting functions. The estimation procedure does not
rely on the forms of link functions and distributions of frailties,



and thus it is robust. The asymptotic properties of the resulting
estimators for the regression parameters have been established.
As demonstrated in our simulation and real data studies, the
proposed approaches are reasonable and applicable.

If g in model (2.1) is simpler, for example, linear, that is,
model (2.1) becomes

E{Yi()IXi(t), Zi} = po(t) + BoXi(t) + aoZ;,

(e.g., Sun, Sun, and Liu 2007; Sun, Song, and Zhou 2011). To
estimate oy, we need to estimate Z;. For this case, we take h(V) =
exp(y,V) in model (2.4), where y, is unknown. Furthermore,
Y;(t) and X;(¢) are assumed to be distorted as (2.2) and (2.3).
Let y and [\0 be the consistent estimators of y, and A, using
the method proposed by Huang, Qin, and Wang (2010), and let
Yi(t) and X;(#) be the same as in (3.13). Then, to estimate Bo
and «g, motivated by Sun, Song, and Zhou (2011), we propose
using the following estimating equations:

i=1,...,n

g =3 [ 600 - X@HEo
i=1

— BX(t) — aZ}dN} (t)

and
gy = Y- [ 6012 - ZoNtio
i=1 Y0
— R0} — el — ZZ(1)))dNF (1),
where  Z; = (K, — D)/{exp(J' V) Ao(C)), Q= (K —1)

(K; — 2)/{exp(¥' Vi) Ao (C))),

X(t) =S8 /50, and Zt) =)/ @),

with
SOty =n" Y E(BKA(C) ™,
i=1
SO (1) =n1 Y E(OKA(C) ' Ki(t),
i=1
and

S0 ="' Y EMKAC) 2.

i=1

Let /AB and & denote the solutions to U;(B8,a) =0 and
U(B, @) = 0. The asymptotic properties of }§ and & can be
established using similar arguments as used in the proof of
Theorem 1. One can see that the resulting estimating equations
involving the estimation of the latent variable and the obser-
vation process model for this case are more complicated than
those for the general case considered. Since the format of the
relationship between the longitudinal response and observation
processes is generally unknown in practice and could be very
complicated, thus a flexible model may be preferred.

Motivated by Sun et al. (2012), we can extend model (2.1) as
follows:

E{Yi()IXi(t), Zi} = wo(t; Zi) + BoXi(t), i=1,....m,
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where p(t, Z) is a completely unspecified function of t and Z
including the additive and multiplicative forms of the baseline
function p(t) and frailty Z as special cases. Then, similar to the
deduction of Equation (3.2), under assumptions (A1) and (A2),
we have

E{K'[Yi(t) — BoXi(D)]dNi(0) X (1), Vi, G}
= & (D) Ao(C) A (1),

where Ay (t) = fot E{uo(s, Z)}dAy(s). Thus, the same estimat-
ing equation method in Section 3 can be used.

Note that a mixed Poisson process model was assumed for
the potential observation process. Such Poisson model assump-
tion can be relaxed. Instead, the observation process can take the
following rate model:

E{dN; (t)|Vi, Zi} = Ziexp(yoVi)dAo(t).

Under this rate model and model (2.1) with assumptions (A1)
and (A2), we have

E{[Yi(t) — BXi()]dN;(1)|X;(1), Vi, C}
= &(t) exp(yyVi)d Ay (1),

where Ay (t) = fot (o ()E(Z) + E{Zg(Z)}]d Ay (s). Let p be the
consistent estimator of y, using the method proposed by Lin
et al. (2000), and let f/,-(t) and X,-(t) be the same as defined in
(3.13). Then, to estimate 8, we propose using the following esti-
mating equation:

3 / Rit) = XOYT0) = Y (1)
i=1 V0
— B (Ri(t) = X(ONANi(t) = 0,

where X (t) = $ (1) /80 (t) and Y (£) = 81" (¢) /8 (¢) with

SO) =n Y &) exp(FV)),

i=1

3O = n1 Y &OXi(t) exp(F' V),

i=1

and

§7(1) = 07" Y EOTi) exp(FV)).

i=1

Similarly, we can establish the corresponding asymptotic prop-
erties of the estimators.

Further research is to extend the proposed methods to
other useful models such as covariate-adjusted varying coeffi-
cient regression models and covariate-adjusted partly nonlin-
ear regression models for distorted longitudinal data. Another
direction is to study covariate-adjusted regression for distorted
longitudinal data with a terminal event (Sun et al. 2012; Kong
etal. 2018). Furthermore, the proposed method can be extended
to the case where the confounding covariate U can be time-
dependent for future research.
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Supplementary Materials

The supplementary materials include the proofs of Lemmas and
Theorem 1.
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