Electronic Journal of Statistics
Vol. 17 (2023) 3103-3142

ISSN: 1935-7524
https://doi.org/10.1214/23-EJS2175

Regression analysis of mixed sparse
synchronous and asynchronous
longitudinal covariates with
varying-coefficient models

Congmin Liu', Zhuowei Sun' and Hongyuan Cao*'?
1School of Mathematics, Jilin University
e-mail: 1cm18@mails. jlu.edu.cn; sunzw21@mails.jlu.edu.cn

2 Department of Statistics, Florida State University
e-mail: hongyuancao@gmail. com

Abstract: We consider varying-coefficient models for mixed synchronous
and asynchronous longitudinal covariates, where asynchronicity refers to
the misalignment of longitudinal measurement times within an individual.
‘We propose three different methods of parameter estimation and inference.
The first method is a one-step approach that estimates non-parametric
regression functions for synchronous and asynchronous longitudinal covari-
ates simultaneously. The second method is a two-step approach in which
synchronous longitudinal covariates are regressed with the longitudinal re-
sponse by centering the synchronous longitudinal covariates first and, in
the second step, the residuals from the first step are regressed with asyn-
chronous longitudinal covariates. The third method is the same as the
second method except that in the first step, we omit the asynchronous
longitudinal covariate and include a non-parametric intercept in the re-
gression analysis of synchronous longitudinal covariates and the longitudi-
nal response. We further construct simultaneous confidence bands for the
non-parametric regression functions to quantify the overall magnitude of
variation. Extensive simulation studies provide numerical support for the
theoretical findings. The practical utility of the methods is illustrated on a
dataset from the ADNI study.
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1. Introduction

Asynchronous longitudinal data arise when the longitudinal covariates and re-
sponse are misaligned within individuals. An example of asynchronous longi-
tudinal data is in the analysis of electronic health records (EHRs). EHR data
consist of longitudinal medical records of a large number of patients in one or
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more electronic health care systems, such as vital signs, laboratory tests, proce-
dure codes, and medications, among others [22]. Due to the retrospective nature
of EHRs, measurement times are collected at each clinical encounter, which can
be irregular, sparse, and heterogeneous across patients and asynchronous within
patients. Another example comes from a dataset in the Alzheimer’s Disease Neu-
roimaging Initiative (ADNI) study [17]. In this dataset, 256 subjects are followed
up for 5 years, where cognitive decline metrics, such as the Mini-Mental State
Examination (MMSE) score, are mismatched with medical imaging measure-
ment, such as fractional anisotropy (FA), which reflects fiber density, axonal
diameter, and myelination in white matter, within individuals. Other covari-
ates, such as age, education level, and the number of APOE4 genes, a genetic
risk factor for Alzheimer’s disease, are synchronous with longitudinal response
MMSE, creating mixed synchronous and asynchronous longitudinal covariates.
In Figure 1, we plot the visit times for MMSE scores and FA of all patients and
two randomly selected patients.

For regression analysis of sparse asynchronous longitudinal data, several
methods have been proposed in the literature. For example, Xiong and Dubin
[33] proposed to bin the asynchronous longitudinal covariates to align with the
longitudinal response. Classic longitudinal data analysis methods can be used
afterwards. Sentiirk et al. [28] explicitly addressed the asynchronous setting for
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generalized varying-coeflicient models with one covariate but did not provide the
theoretical properties of the estimators. Cao et al. [3] proposed a non-parametric
kernel weighting approach for generalized linear models to address the asyn-
chronous structure and rigorously established the consistency and asymptotic
normality of the resulting estimators. This was extended to a more general set
up in Cao et al. [2] and a partially linear model in Chen and Cao [6]. Sun et
al. [29] studied an informative measurement process for asynchronous longitu-
dinal data. Li et al. [17] proposed a class of generalized functional partial-linear
varying-coefficient models for temporally asynchronous functional neuroimag-
ing data. These methods assume that all longitudinal covariates have the same
measurement times that are asynchronous with the longitudinal response. The
problem of mixed synchronous and asynchronous longitudinal covariates has not
been considered before.

In this paper, we propose statistical methods for estimation and inference
of mixed synchronous and asynchronous longitudinal covariates in varying-
coefficient models. There is a huge literature on varying-coefficient models [16].
For example, [11] considered a semiparametric varying-coefficient partially linear
model for synchronous longitudinal data. The main methodological and theoret-
ical developments on varying-coeflicient models are summarized in [13]. Unlike
these classic results, the data structure we work with is very different. The lon-
gitudinal covariates have two parts, one part is measured synchronously with
the longitudinal response, and another part is asynchronous with the longitudi-
nal response. We consider a dynamic model that allows the covariates’ effect to
change with respect to time. To evaluate the overall pattern and magnitude of
the time-dependent coefficient or to test whether certain parametric functions
are adequate in describing the overall trend of the regression relationship over
time, it is more informative to construct simultaneous confidence bands (SCBs)
of the non-parametric regression function. Theoretically, to construct SCBs, one
has to establish the limiting distribution of the maximum deviation between the
estimated and the true function. Due to the sparse, irregular, and asynchronous
longitudinal data structure, one has to perform uniform investigations into a de-
pendent empirical process where stochastic variations have to be controlled in
time, synchronous longitudinal process, and asynchronous longitudinal process.
Progress made in SCB for longitudinal data can be found in Ma et al. [24], Gu et
al. [15], Zheng et al. [34], and Cao et al. [4], among others. For time series data,
the simultaneous inference problem is studied in Zhou and Wu [35] and Liu and
Wu [21], among others. Due to the slow rate of convergence of the extreme value
distribution, a resampling method, such as wild bootstrap, is generally adopted
in SCB construction [36, 37]. The theoretical guarantees of wild bootstrap can
be found in Wu [32], Liu [20] and Chapter 2.9 of [30].

To improve efficiency of the varying-coefficient estimation of synchronous lon-
gitudinal covariates, we propose a two-step method. In the first step, we regress
the response to the synchronous longitudinal covariates; in the second step, the
residuals from the first step are regressed to the asynchronous longitudinal co-
variates. By avoiding unnecessary smoothing of the synchronous longitudinal
covariates, we get the non-parametric rate of convergence n?/® for their time-
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varying coefficient estimation, which is faster than n'/3 rate of convergence with
a method that estimates mixed synchronous and asynchronous longitudinal co-
variates simultaneously. The trade-off is that the two-step method requires that
the synchronous and asynchronous longitudinal covariates be uncorrelated at all
time whereas the one-step method does not impose such an assumption. The re-
mainder of the paper is organized as follows. Section 2 establishes methods and
asymptotic theory for varying-coefficient estimation of mixed synchronous and
asynchronous longitudinal covariates using one-step and two-step methods, re-
spectively. We also develop an inferential strategy with simultaneous confidence
band for uncertainty quantification of the non-parametric regression function.
Section 3 studies the finite-sample performance of the proposed method through
simulations. Section 4 analyzes a data set from the ADNI study. Section 5 gives
some concluding remarks. All technical proofs are relegated in the Appendix.

2. Estimation and inference

Suppose we have a longitudinal study with n subjects. For the ith subject, de-
note Y;(t) as the response variable at time ¢, let X;(¢) be a p x 1 vector of time-
dependent covariate and Z;(t) be a g x 1 vector of time-dependent covariate, re-
spectively. Mixed synchronous and asynchronous longitudinal covariates for the
ith subject refer to the observation of {Y;(T};), Xi(Ti;), Zi(Sik)}, 5 =1,..., L;;
k=1,...,M;,whereT;j;,j =1,..., L;, are the observation times for the longitu-
dinal response and synchronous longitudinal covariates and S;,, k =1,..., M;,
are the observation times for the asynchronous longitudinal covariates with the
requirement that L; and M; are finite with probability 1. We use univariate and
bivariate counting processes to represent the observation times. Specifically, for
subject ¢ = 1,...,n, N;(t) = Z]L:1 I(T;; < t) counts the number of observa-
tion times up to t in the response and synchronous longitudinal covariates and
Ni(t,s) = Z]L:1 Zi\il I(T;; < t,Six < s) counts the number of observation
times up to ¢ on the response and synchronous longitudinal covariates and up
to s in the asynchronous longitudinal covariates [2, 3].

We consider the following varying-coeflicient model:

E{Y(t)| X(8), Z(t)} = X ()T B(t) + Z()T (1), (1)
where B(t) and «(t) are non-parametric regression functions for synchronous
and asynchronous longitudinal covariates, respectively. We are interested in the
statistical estimation and inference of them.

2.1. A one-step approach

To estimate S(t) and v(¢) simultaneously, we consider a local linear estimator
(4, 9:

{Bu(®), Bu (1), (1), 3o (1)} (2)

n

= arg min Z/ Kh1,h2 (tl — t,tQ — t) {E(tl) — Xi(tl)Tﬁo

{Bo.B1vom1} =1
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~X,(t) T Bi(tr — ) — Zi(t2) "0 — Zilta) T (ts — 1)} dNF (t1, t).

For any fixed time point ¢, denote R(tl7 ta, ) {X ()T, X (t)T (¢ — 1), Z(ta)7,
Z(t2)" (t2=t)}", and po(t) = {Bo(t)", Bo(t)", 70()", F0(t)"}T, where fo(t) and
~o(t) are the true non-parametric regression functions and SBy(t) and “o(t) are
the corresponding derivative functions. Assume that the conditional variance
function var {Y (£) | X(t), Z(t)} = o {t, X(t), Z(t)}* < co. We need the following
assumptions.

(Al) Nj(t,s) is independent of {X;(t),Z;(t),Yi(t)} and E{dN}(t,s)} =
n(t, s)dtds, i = 1,...,n, where n(t, s) is a twice continuously differentiable
function for any (¢, s) € [0, 1]%2.

For tl 7é 81,152 7& S92, P(dN*(tl, tg) =1 | N*(Sl, 82) —N*(Sl—, 52—) = 1) =
f(t1,to, 81, 82) dt1dte where f(t1,t2,81,52) is continuous for ¢1 # s1,ts #
S92 and f(tlzl:, tg:l:, 51:‘:, SQ:l:) exist.

(A2) po(t) is twice continuously differentiable for V¢ € [0, 1]. For any fixed time
point ¢,

E {R(tl, tz, t)R(Sl, 52, t)T} S RZ(p+q)><2(p+q)

and
E{R(ty,ty,t)} € R2PH0)

are twice continuously differentiable for (t1,t2,s1,s2) € [0, 1]%4.
E{C(t,t)C(t,t)T} n(t, t) € RP+HD*(P+9) ig positive definite for V¢ € [0, 1],

where C(t,t) {X T Z(t T} Moreover,
HE[C(t,t)O( o {t, X (1) ]H )< oo, Vtelo1],

where for a square matrix A, ||A||cc = maxi<i<n Z;.l:l lai;|.

(A3) K(-,-) is a bivariate density function satisfying [[ z1K(z1,22)dz1dze =
[[ 22K Z],ZQ)ledZQ =0, [[ K(21,22)%d21d2s < 00, [[ 21K (21, 22)dz1dzo
< o0, [[ 23K (21, 22)dz1dzs < 0o and [[ 2725 K (21, 22)dz1dzs < co.

(A4) (nh1h2)1/2(h2 + h%) = 0 and nhihy — occ.

Condition (A1) requires that the observation process be independent of the
covariate processes. Analogous assumptions have been made in Lin and Ying
[19] and Cao et al. [3]. Condition (A2) ensures the identifiability of po(t) at
any fixed time point ¢, and some smoothness assumptions on the expectation
of certain functional of R(t1,t2,t) and po(t). Conditions (A3) and (A4) specify
valid kernels and bandwidths. For the bivariate kernel function, we recommend
kernel functions with bounded support, such as the product of the univariate
Epanechnikov kernel.

The following theorem establishes the asymptotic results of S, (t) and A, (¢).
The proofs are relegated in the Appendix.

Theorem 1. Under conditions (A1)—-(A4), as n — oo, we have

ik [{Bult) = B0} (u(t) ~20(0)T] 4 N0, 45 ()18 (A% (),
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where
A*(t) = B{C(t,)C(t, 1) In(t, 1)

and
YH(t) = {// K(zl,zz)zdzleQ}E [C(t,)C(t,t) o {t, X (1), Z(t)}*] n(t, ).

Theorem 1 derives the joint asymptotic distribution of 3., (t) and 4y, (t). If we
let ho, = h1 = hs, the bias of Bw(t) and 4, (t) in Theorem 1 is O(h2), which is
the same as that in Theorem 2 of [3]. The reason why the O(h,,) term vanishes
is that we use symmetric density functions as the kernel functions, which are
specified in (A3). When the sample size n goes to infinity, under (A4), the bias
terms vanish. In general, the off-diagonal part of the limiting variance covari-
ance matrix is non-zero. In the special case that E{X (£)Z(£)T} = 0pxq, Buw(t)
and 4, (t) are independent. Moreover, if we assume that o{t, X(t),Z(t)}? =
o(t)?, then Var{ﬁw(t)} = [E{X(t)X(t)T}n(t,t)]_l{ I K(21,22)2d21d22}0'(t)2
and Var{%,,(t)} = [E{Z(t)Z(t)"In(t,t)]*{ [ K (21, 22)*dz1dz2 }o(t)?, respec-
tively.

Our method depends on the proper choice of bandwidths. If we let h, = hy =
hs, according to condition (A4), a valid bandwidth is larger than O(n='/2),
and the bias of B,(t) and 4y, () in Theorem 1 is of order h2, so we should
choose bandwidth h, = o(n~1/6). With this choice of h,, we obtain a rate
of convergence O(n'/?), which is the same as that achieved in Cao et al. [3].
This is slower than the non-parametric rate of convergence n?/> due to the
asynchronous longitudinal data structure.

In Theorem 1, A*(t) and ¥*(t) are not directly computable. In practice, we
use the estimating equation derived from (2) and estimate the variance covari-
ance matrix of p,,(t) with the sandwich formula:

var{puw (t)}
n —1
— {Z// Ky oyt —t,ta — t)Ri(tl,t2,t)Ri(tl,tg,t)TdNi*(tl,tg)}
=1
X Z U Kpyohs(t1 — t,to — t)Ry(t1,t2,1) {Yi(t1) — Ri(tr, t2,t)  pu(t)}
=1
X dNi*(tl,tg)

-

" -1
X {Z// Ky hy(t1 —t,ty — t)Ri(tl,t2,t)Rl-(tl,tQ,t)TdNi*(tl,tQ)} :
i=1

The variance covariance matrices of Bw(t) and 4, (t) are the upper p X p sub-
matrix of the upper left (2p) x (2p) submatrix and the upper ¢ x ¢ submatrix
of the lower right (2¢) X (2¢) submatrix of var{p,(t)}, respectively.
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2.2. Simultaneous confidence bands

To get uncertainty quantification and evaluate the overall magnitude of vari-
ation of the non-parametric regression functions, we construct simultaneous
confidence bands (SCB). Here, we use «y(¢) to illustrate. Specifically, for a pre-
specified confidence level 1 — a and a given smooth function of ¢ dimensions
a(t), we aim to find smooth random functions L(¢) and U(¢), such that

P{L(t) < a(t)y(t) <U(),Vt € [a,b]} = 1 —

as number of subjects n — oo for a pre-specified closed interval [a, b]. Theoretical
results on SCB construction rely on extreme value theory with slow rate of
convergence [4, 12]. We shall adopt a wild bootstrap approach to resample the
residuals [20, 32]. The wild bootstrap is computationally efficient as it multiplies
a random disturbance on the residuals without repeated estimation of the non-
parametric regression function. Specific steps are as follows.

Step 1. For each subject i, ¢ = 1,2, ..., n, calculate the kernel-weighted resid-
ual

Pi(ti,to,t) = Kpy py(t1 — t,ta — ) {Yi(t1) — Ri(t1,t2,8) pu ()} .

Step 2. Obtain an approximation of 4,,(t) — 7o (t) through

A

Qo) = 1 S A5 0) " [ [ Zita)is(trsta, 0N 01, 10)

where fn(t) = % Z?:l ff Kh1,h2 (tl — t,tz — t)Zi(tQ)Zi(tg)TdNi*(tl,fg).

Step 3. Independently generate {u;,i =1,...,n} from a distribution with
mean 0 and standard deviation 1.. For example, we can use N(0,1) or the
Rademacher distribution which takes values +1 and —1 with equal probability.

Construct the stochastic process
R 1 <& B R .
QU = 13w (1)) 1// Zilta)Fi(tr, ta, )N (11, ).
s

Step 4. Repeat Step 3 B times to obtain {sup, |a(t)TQz(1)(t)|, A
sup, |a(t)TQZ(B)(t)|}, and denote its 1 — o empirical percentile as ¢,. The SCB
for a(t)T+(t) can be written as

(a(t)" 4 () = Car a(t) Fu(t) + ca) -

We recommend the Rademacher distribution as the multiplier in Step 3 through
extensive simulation studies with different random variables. The details are
omitted.

We remark that for a given p-dimensional smooth function d(t), the construc-
tion of SCB for d(t)7f(t) is exactly the same except in Step 2, let
Tat) = I3 {ga(®)} T [ Xi(t)fi(tr, ta, )AN} (t1,2), where g, (t) =
%Z?:l ff Khl,hg (tl —t,to — t)Xi(tl)Xi(tl)TdNi*(tl,t2). The remaining steps
are based on .J,(t) and we replace a(t) by d(t).
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2.3. A two-step approach

In (1), S(¢) is the regression function of the synchronous longitudinal covariate.
In classic non-parametric regression analysis of longitudinal data, we get the
O(n?/®) rate of convergence. Can we achieve the same rate of convergence as
the estimation of 5(¢) with mixed synchronous and asynchronous longitudinal
covariates? In this subsection, we provide an affirmative answer to this question.

Specifically, we propose a two-step approach to estimate §(t) and ~(t), re-
spectively. In the first step, we aim to obtain unbiased estimation of () from
(1) using only X (t) and Y'(t). There are two strategies to handle the part that in-
volves y(t). We can either remove it or take it into account by a non-parametric
function. In the second step, we regress residuals from the first step on the
asynchronous longitudinal covariates Z(t) to get regression function estimation
of v(t) similar to that in [3].

We need a critical assumption

E{Z(t) | X(t)} = E{Z()}. (3)

Condition (3) states that X (¢) and Z(¢) are uncorrelated when X(t) # 0 for
any t. This condition is plausible when X (¢) indicates a time-invariant treat-
ment, which is randomized and independent of other covariates. This condition
means that there is no unmeasured confounder between treatment and outcome.
This assumption can be strong in observational studies, where unmeasured con-
founders abound. In classic linear models, when the covariates are orthogonal
with each other, the estimation of regression coefficients remains unbiased with a
larger variance if some covariates are omitted. Unlike linear models, bias occurs
when orthogonal covariates are omitted for longitudinal data if a non-parametric
intercept is not added. If X (t) and Z(t) are correlated, there will be bias using
the proposed two-step method.

A centering approach to estimate §(¢) From (1), taking a conditional
expectation on X (t), by (3), we have

E{Y(t)| X(t)} = X(1)TB(t) + {EZ(t)} (1) (4)

Taking another expectation, we get unconditional expectation of Y (¢) as

E{Y(t)} = {EX@®)}TB(t) +{BZ()} (1) (5)
By taking the difference between (4) and (5), we obtain
E{Y(t) | X()} = X ()" (1), (6)

where Y (t) = Y(t) — E{Y(t)} and X(t) = X(t) — E{X(t)}. Unbiased esti-
mation of B(t) can be obtained through (6). In (6), my(t) = E{Y(t)} and
mx (t) = E{X(t)} are not directly observed. We propose Nadaraya-Watson type
of estimators as follows [25, 31]. Let rhy (to) = {1, [ Kn(t —to)Yi(t)dN;(t)}/
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Yo J Kn(t — to)dNi(t)}, and 1nx(to) = {3212, [ Kn(t — to)Xi(t)dNy(t)}/
{30, [ Kn(t —to)dN,(t)}, where K(-) is a kernel function with bounded sup-
port, K(-) >0, [*_ K(t)dt =1 and Kj(t) = h~'K(t/h). The bandwidth & — 0
and nh — co. Denote Y;(t) = Yi(t) — iy (t) and X;(t) = Xi(t) — rmx(t). We
aim to find

N

wmé

I)—‘“‘

= arg min
BOaﬁleRP n i=1

« dN; (tl)]

l/m“‘t £i(12) — Xi(00)" o — Xit) B~ 1)}

(7)
Define

Sl hz/mm—t £)Ra(0)T (6 — )/RYdNi(t1),

1=0,1,2

and g (t) = — Z/Kh ty — )X (t1)Yi(t){(tr — t)/h} ANy (t1),1 = 0, 1.

Bf(t) — (Sn,O Sn,l)l (Qn,O)
th(t) Sn,l Sn,Q dn,1 '
Next, we show the asymptotic properties of Bc(t). Denote Wi(ty,t) = {Xi(t1)7,

Xi(t)" (b = 37, 60(t) = {Bo(t)", Bo()"}", Be(t) = {Be(t)”, Be(t)"}T, and

var{Y () | X (t)} = o{t, X (¢t)}*. We need the following assumptions.

(A5) N;(t) is independent of {X;(t),Y;(t)}, and E{dN;(t)} = A(t)dt, i =
1,...,n, where A(t) is twice continuously differentiable for Vt € [0, 1].

(A6) B(t) is twice continuously differentiable for V¢ € [0,1]. For any fixed time
point t, E{W (t1,t)} and E{W (t1,t)W (s1,t)T} are twice continuously dif-
ferentiable for (t1,s1) € [0,1]®2. Furthermore, E{X (t)X (t)T}\(t) is posi-
tive definite for V¢ € [0, 1]. Furthermore,

IEX )X (0T o{t, X ()} A(t) < oo,

where for a square matrix A, ||A||cc = maxj<i<n Z;.l:l laij;|.

Then

(A7) K(-) is a symmetric density function satisfying [zK(z)dz = 0,
J 22K (2)dz < 0o and [ K(z)%dz < oco.
(A8) nh — oo and nh® — 0.

Conditions (A5)—(A8) are similar in spirit to conditions (A1)-(A4) in Sec-
tion 2.1. (A5) is the univariate version of (A1). (A6) is a modified identifiability
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condition for 0y(t). (A7) and (A8) are requirements on the kernel function and
the bandwidth.

We state the asymptotic distribution of Bc(t) in the following theorem and
relegate the proofs in the Appendix.

Theorem 2. Under conditions (3), (A5)-(A8), as n — oo, we have

Vh{Ba(t) — Bo(t)} % N{0, A"L(t)S(t) A} ()},
where

A(t) = B{X ()X ()" IA®)
and X(t) = {/K(z)%lz}E[X(t)X(t)Ta{uX(t)}ﬂ A(t).

We need one bandwidth h and the bias of $.(t) in Theorem 2 is O(h?),
which is the same as in classic nonparametric regression such as Theorem 1 of
[13]. Our method depends on the selection of the bandwidth, which strikes a
balance between bias and variability. From (A8), we shall choose the bandwidth
h = o(n~'/®). With this choice of the bandwidth, we achieve a convergence
rate O(n?/%), the same as non-parametric regression of classic longitudinal data
[13] and faster than that obtained in Theorem 1. It is counterintuitive that we
get an improved rate of convergence with less information — we do not use any
information contained in Z;(S;;),i = 1,...,n;k = 1,..., M;. The key is the
orthogonality assumption imposed in (3), which allows us to obtain an unbiased
estimation of the non-parametric regression function 8y(t). When (3) is violated,
we can regress the residuals of Y'(¢) on Z(t) on the residuals of X (¢) on Z(t)
similar to the FWL theorem in linear models [14, 23, 8]. We conjecture that the
results would be similar to the simultaneous estimation of §(¢) and ~(t), with a
slower convergence rate for the estimation of 5(t).

For statistical inference, we need to estimate the variance of Bc(t). We use the

sandwich formula to estimate the variance covariance matrix of {3.(t), B.(t)} as
follows:

n —1
G@r{0.(t)) = {Z// Knlt, — t)Wi(tl,t)Wi(tl,t)TdNi(tl)}
n - ®2
x3 U Kn(t, — OWi(t1,1) {Y@-(tl) - Wi(tl,t)Téc(t)} dNi(tl)}

x {i//Kh(tl _t)Wi(tl,t)Wi(tl,t)TdNi(tl)} ;

where W;(ty,t) = {X;(t)7, Xi(t)T(t, — )7, Xi(t) = Xi(t) — rmx(t), and
Y;(t) = Y;(t) — iy (t). The variance covariance matrix of (.(t) is the upper
left p X p submatrix of var{6.(¢)} while we treat 5.(t) as a nuisance function. In
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the literature on density estimation, 5.(t) estimated from (7) has more desirable
properties than conventional kernel density estimation. More details on this can
be found in Cattaneo et al. [5].

A varying-coefficient model approach to estimate §(¢) Another strategy
to obtain an unbiased estimation of 8(t) is to absorb the part involving ()
through a non-parametric function. We use (5) and treat E{Z(t)}1~(t) as a
non-parametric intercept. Specifically, consider

B{Y(t) | X(1)} = X" ()" B*(1), (8)
where X*(t) = {1, X(t)T}T, and B*(t) = {a(t), 3(t)T}T, where a(t) and S(t)
are non-parametric regression functions. Qur aim is to find

n

(B0, 62t} = argmin 3 / Kt —t)

Bg BT €RPHL i=1

(9)
. 2
< {Yi(t1) — X7 (t)" 55 — X7 (t)T By (¢ — 1)} dNi(t0),
where K (-) is a kernel function, Kj(t) = K (t/h) /h, and h is a bandwidth.

Next we present the asymptotic distribution of 5,(t) and relegate the proofs
in the Appendix.

Theorem 3. Under conditions (3), (A5)-(A8), as n — oo, we have

Vih{Bu(t) = Bo(t)} 5 N{0, A~ ()20 A (),
where A(t) and X(t) are specified in Theorem 2.

The asymptotic distribution and the bias of Bv(t) is the same as that of

Bc(t). Simulation studies provide numerical support for this. For variance es-
timation, let Q;(t;,t) = {1, X;(t))T, (t1 — 1), X;(t1))T(t1 — )} and i,(t) =

{a,(t), Bo(®)T, b (t), Bu(t)T}T. We calculate the variance of ,(t) by the fol-
lowing formula:

var{i,(t)} = {Z/ Ky (t1 — t)@i(tlvt)c?i(tlvt)TdNi(tl)}
i=1

X Z: {/ Kn(ty — )Qi(t1,1) {f’i(m) - Qi(tl,t)Tzv(t)} dNi(tl)] 2

3 Ki(th t)Qi(tlat)Qi(tlat)TdNi(tl)}
Az fm

The variance covariance matrix of {&.,(t), B, (£)T}7 is the upper (p+1) x (p+1)
submatrix of var{z,(¢)}. There is a trade-off between the centering approach and
the non-parametric intercept approach. In terms of computation, the centering
approach is faster. If we are interested in the non-parametric intercept term,
the varying-coefficient model is more informative.
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A kernel weighting approach to estimate ~(t) In the first stage, 8(t)
can be estimated using either the centering or the varying-coefficient model ap-
proach, and they have the same asymptotic distribution. Once B (t) is obtained,
we can estimate (t) by regressing the residuals from the first step on the asyn-
chronous longitudinal covariates Z(t). Due to the asynchronicity of Z(t), we
need two bandwidths in the calculation of 4(t). Specifically,

(G030 = argmin 3™ [[ K1~ 1.2 - 0¥(0) - X Bie)
Yo,71ERY i—1
— Zi(t2)" 0 — Zi(t2) "1 (t2 — ) }2dN] (t1, ta),
(10)
where Kp, p,(t,s) = K(t/h1,s/ha)/(h1h2), where K(t,s) is a bivariate ker-
nel function, which is usually taken to be the product of the univariate kernel
function and hy and hy are bandwidths. As /3 (t) has a faster convergence rate,
whether we use the true 5(t) or 3(t) does not affect the inference of 4(t).
We establish the asymptotic distribution of 4(¢) in the following theorem and
relegate the proofs to the Appendix.

Theorem 4. Under conditions (3), (A1)-(A4), as n — oo, we have

Vnhiho{A(t) )} 3 N{0, At @) ISt AT (),
where

At (t) = BE{Z(t)Z(t)" In(t, 1)
and S { / K (21, 2) dzldzz} (20 2() o {t, X (1), Z2(2)}] n(t, ).

In the second step, we need two bandwidths. If we set hy = hy = hg, the bias
of 4(t) in Theorem 4 is O(h3). We achieve the same rate of convergence O(n'/3)
for the estimation of 4(¢) as in the one-step method. This is the price we pay
for the asynchronous longitudinal data structure. Whether we can improve this
rate of convergence remams open at the moment.

Let 3(t) = {307,307V, Viltat) = {Zilta)T, Zi(t2)" (t2 — H)}7, we can
calculate

{o(1)}
{Z /Khhhz — t,ty — t)Vi(ta, ) V;(ta, t) TN (tl,tg)}

Z [// Bt =12 V0

Xi() A1) — Viltan )90} AN; (1, 12)]

n 1

Z//Khl hz —t,t _t)V(tQa ) (t27 )TdN <t17t2)}

i=1

,_,h,_/_\
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The variance covariance matrix of 4(t) is the upper p x p submatrix of var{¢(t)}.
Statistical inference can be carried out afterwards.

2.4. Bandwidth selection

Our methods depend critically on the choice of the bandwidth. Asymptotic
results provide theoretical range of valid bandwidths. In practice, it is desirable
to perform a data-driven bandwidth selection. Cao et al. [3] and Chen and Cao
[6] used a data-splitting strategy to separately calculate bias and variability and
choose a bandwidth that minimizes the mean squared error.

In this paper, we use a kernel smoothed D folds cross-validation procedure
to select the optimal bandwidth. We use the two-step approach with centering
in the first step and kernel weighting in the second step to illustrate this point.
Specifically, we split the data set into D folds, and estimate the non-parametric
regression functions withholding one fold. The prediction error is calculated
based on the one-fold data withheld and the regression functions are estimated
with the other D — 1 fold data. We do this D times and the optimal bandwidth
is the one that minimizes the average squared prediction error for any fixed time
point ¢.

Specifically, for B (t) at the time point ¢, the average squared prediction error
is

ASPE,, (h;t) ZAM, h;t) /B, (hit), (11)

k 1
where

n(F)

Ao ist) = 3 / Kty — 0{Fi(0) — Xi(t2)"BOR (1) 2N (1),

n(F)
and B, (h;t) = Z/Khtlft)dN(tl) k=1,...,D,

where n(F) is the number of subjects in the kth fold, 6( k)(t) is estimated
without the subjects in the kth fold, Y;(t) estimates Y;(t), X;(t) estimates X (t),
Kn(-) = K(-)/h, K(-) is a kernel density function and h is the bandwidth.
Similarly, for 4(t) at time point ¢, the average squared prediction error is

ASPE; () (h1, ha;t) Cpo (b1, ha;t) /Dy (ha,y ha;jt), (12)

\Mb

where

Crwr (R, ho3t) Z// Ky (t1 — 1,82 — 1)
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< {¥ilh) — X)) — Zi(t2) '3 1)}
X dNi*(tl,tg),

and
(k)
Dy (hy hoit) = // Ky hy(ts — t,ta — t)AN] (11, 12),
i=1

where n(%) is the number of subjects in the kth fold, 4(—*)(¢) is estimated without
the subjects in the kth fold, 3(t) is estimated from Step 1 with the optimal
bandwidth plugged in, Kp, n,(-,-) is a bivariate kernel function, and hq and ho
are bandwidths. It is worth noting that when using the two-step approach, we
need to first select the bandwidth hey for 3(t) by minimizing (11), and then
select the optimal bandwidth for 4(¢) by minimizing (12). If we want to calculate
the optimal bandwidth of the regression function in a certain range of ¢, we can

calculate the integrated ASPE.

3. Numerical studies

In this section, we evaluate the performance of the finite sample of the proposed
method through simulations.

3.1. Data generating process and model specification

We generate 1,000 datasets, each consisting of 400 or 900 subjects. For each sub-
ject, the number of observations of synchronous longitudinal data {X (¢),Y (¢)}
and asynchronous longitudinal covariate Z(t) follow Poisson(5) 4+ 1. The obser-
vational times are independently generated from the standard uniform distri-
bution U(0,1) for {X(¢),Y (t)} and Z(t), respectively. The covariate processes
X (t) and Z(t) are both Gaussian, with E{X (t)} = 0, E{Z(t)} = 2(t — 0.5)?
and Cov{X (t), X(s)} = Cov{Z(t), Z(s)} = e~ *=5|. The values of the stochastic
process Z(t) are recorded at the observational times of {X (¢), Y (¢)}, only in the
data generation stage, to generate Y (¢) in the model (1).
The longitudinal response is generated from

Y(t) = X(0)TB() + Z(H) (1) + €(t),

where B(t) and ~(¢) are time-dependent coefficients, and e(t) is a Gaussian
process, independent of X (¢) and Z(t), with E{e(t)} = 0 and Cov{e(t),e(s)} =
2~ 1t=s For the time-dependent coefficients, we consider two different settings:
(i) B(t) = 3(t — 0.4)2,y(t) = sin(27t); and (ii) B(t) = 0.4t + 0.5, v(t) = V/t.
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3.2. Comparison of one-step and two-step methods

We compare two methods: one-step kernel weighting approach and two-step
approach with centering in the first step and kernel weighting in the second
step. Summary tables of two-step approach using non-parametric intercept and
omitting the asynchronous longitudinal covariate at the first step and kernel
weighting in the second step can be found in the Appendix. This method pro-
duces results similar to the two-step approach with centering in the first step
and kernel weighting at the second step.

As suggested in Fan and Gijbels [9], we use the Epanechnikov kernel K (t) =
0.75(1 — t2),, where x, = max{r,0}, due to its excellent empirical perfor-
mance. For the one-step kernel weighting method, we need kernel functions of
two dimensions, where we use the product of a one-dimensional Epanechnikov
kernel K (t,s) = 0.5625(1—t2), (1—s2),. Other kernel functions produce similar
results and the details are omitted.

We present the results of setting (i). The results of setting (ii) can be found in
the Appendix. The simulation results for n = 400 and n = 900 are summarized
in Table 1. We assess the estimation and inference of (¢) and 5(t) at t = 0.3,0.6
and 0.9. The results at other time points are similar and thus omitted.

TABLE 1
1000 simulation results for B(t) = 3(t — 0.4)% and ~(t) = sin(27t).
t=0.3 t=0.6 t=0.9

BD NP-F  Bias SD SE CP Bias SD SE CP Bias SD SE CP
n = 400 Two-step (Centering+KW)

h=n7"0%6 hy =hy =n=05 B(1) 0.007 0.154 0.144 92.4 0.003 0.130 0.123 92.5 0.005 0.131 0.122 91.8
h=n"07h =hy=n"05 B(t) —0.008 0.195 0.186 92.0  —0.008 0.166 0.154 91.2 0.004 0.168 0.155 91.4
auto B(t) —0.004 0.166 0.154 91.7  —0.005 0.130 0.121 92.2 0.006 0.137 0.132 92.6
h=n"96 hy =hy=n"05 ~(t) —0.047 0.146 0.139 90.3 0.035 0.150 0.141 91.0 0.030 0.148 0.136 90.2
h=n"9Thy =hy=n"0% ~(t) —0.046 0.157 0.157 91.4 0.024 0.156 0.146 90.3 0.025 0.149 0.141 90.8
auto y(t)  —0.047 0.154 0.142 90.2 0.023 0.156 0.140 89.4 0.026 0.144 0.136 90.3

One-step (KW)

hy = hy =n~015 B(t) 0.003 0.120 0.114 94.2 0.002 0.125 0.116 91.1 0.002 0.125 0.117 90.9
hi =hy =n=05 B(t) 0.002 0.148 0.140 92.0 0.004 0.150 0.138 90.7  —0.007 0.154 0.137 90.0
auto B(t) 0.001 0.111 0.106 92.6 0.003 0.118 0.110 92.0 0.007 0.114 0.107 92.4
hi = hy =n~045 ~y(t) —0.050 0.128 0.117 87.9 0.033 0.121 0.116 91.1 0.031 0.113 0.110 92.3
hi=hy =n"03 y(t)  —0.042 0.156 0.142 88.2 0.019 0.152 0.138 89.8 0.019 0.149 0.130 87.9
auto y(t)  —0.056 0.119 0.107 87.4 0.034 0.115 0.111 90.8 0.036 0.108 0.102 91.5
n = 900 Two-step (Centering+KW)

h=n"96hy =hy =n"05 B(1) 0.004 0.122 0.119 92.8 0.001 0.105 0.100 92.2 0.004 0.103 0.100 95.0
h=n"97hi =hy=n"%5 B(t) —0.008 0.176 0.163 92.7 0.004 0.140 0.135 92.8  —0.007 0.143 0.136 92.0
auto B(t) —0.002 0.124 0.119 93.3 0.001 0.105 0.102 93.0 0.002 0.102 0.100 93.6
h=n"96 hy =hy=n"05 ~(t) —0.036 0.131 0.132 92.2 0.028 0.134 0.126 91.8 0.009 0.128 0.124 92.8
h=n"97hy =hy=n"%% ~(t) —0.039 0.151 0.150 91.0 0.016 0.141 0.136 93.0 0.017 0.132 0.138 92.2
auto y(t) —0.031 0.125 0.121 918 0.023 0.134 0.128 92.4 0.016 0.135 0.124 91.2

One-step (KW)

hy = hy =n= 045 B(t) 0.000 0.105 0.102 92.9 0.001 0.102 0.100 92.4  —0.002 0.107 0.100 92.8
hi=hy =n=05 B(t) 0.002 0.141 0.126 91.3 0.000 0.127 0.125 929  —0.001 0.132 0.124 92.1
auto B(t) 0.005 0.092 0.090 92.7 0.003 0.091 0.085 92.3 0.001 0.086 0.083 93.2
hy = hy =n= 045 y(t)  —0.032 0.105 0.101 92.0 0.014 0.107 0.100 92.8 0.023 0.097 0.096 92.8
hi =hy =n=05 y(t)  —0.022 0.137 0.125 92.1 0.016 0.137 0.126 92.0 0.016 0.128 0.118 92.5
auto y(t)  —0.036 0.092 0.090 91.4 0.026 0.091 0.086 92.2 0.025 0.080 0.080 91.6

Note: “BD” represents the bandwidths, where h represents the bandwidth in the centering approach, hi and hy represent the
bandwidths in the kernel weighting (KW) approach. “NP-F” represents the non-parametric function. “Bias” is the absolute bias.
“SD” is the sample standard deviation. “SE” is the average of the standard error, and “CP” is the pointwise 95% coverage
probability. “auto” represents automatic bandwidth selection.

For the estimation of (t) based on the one-step kernel weighting method or
the two-step method with centering in the first step and kernel weighting in the
second step, we find that the bias is generally small, the estimated standard
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FI1G 2. Typical estimated curves, 95% point-wise confidence intervals, and 95% simultaneous
confidence bands for B(t) = 3(t — 0.4)2,~(t) = sin(2wt) with the same bandwidth h = hy =
he =n=95 n =400 (first row) and n = 900 (second row).

deviation is close to the empirical standard deviation, and the probability of
coverage is close to the nominal 95% with a large sample size at the examined
time points ¢ = 0.3,0.6 and 0.9. Performance improves as the sample size in-
creases. Therefore, we can conduct a valid pointwise inference of (t) in practice
using the proposed method.

Both methods are valid for inference of 8(t). From Figure 2, we observe that
with the same bandwidth, the standard deviation of 3(t) is smaller using the
two-step method with kernel weighting in the second step compared to the one-
step kernel weighting method, which is consistent with our theoretical prediction
of the convergence rate.

In the one-step kernel weighting method, we let hy = ho = h. The allowable
range of h is (n=1/2, n_l/ﬁ). In the simulation, we choose the optimal bandwidth
in the range of (n=%-%,n=04). In the two-step method, the allowable bandwidth
in the first step for the estimation of §(t) is (n~',n~/%) and we choose the
optimal bandwidth in the range of (n=%% n=06). The allowable bandwidth in
the second step for the estimation of y(t) is (n='/2,n~/%) when hy = hy = h
and the optimal bandwidth is selected in the range (n=%% n=%4). Automatic
bandwidth selection performs well and can be used to conduct inference.

3.3. Simultaneous confidence bands

In this section, we examine the performance of the simultaneous confidence
band. Instead of a point-wise confidence interval for fixed time points, it is more
informative to examine the overall magnitude of variation of the non-parametric
regression function. The data generation process is the same as that in Sec-
tion 3.1 and we use setting (i) to illustrate. We are interested in constructing
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simultaneous confidence bands for 5(¢) and ~(¢) based on the one-step kernel
weighting method and the two-step method with kernel weighting at the second
stage.

Specifically, we use the wild bootstrap approach described in Section 2 to find
the empirical 95 percentile of the supremum of the difference between estimated
non-parametric regression function and true non-parametric regression function.
We use the Rademacher distribution, which takes value +1 with probability 50%
and value —1 with probability 50% in the wild bootstrap. In the calculation of
the empirical coverage probability, we use 181 equally spaced grid points in
[0.05,0.95]. We use the Epanechikov kernel. Results based on other commonly
used kernel functions such as the uniform kernel are similar, and thus omitted.

In addition to the simultaneous coverage probability of the pointwise confi-
dence interval and the newly proposed simultaneous confidence band, we also
present the root average squared error (RASE). Using 7(¢) as an example, the
RASE for a non-parametric function is defined as

Ngrid
_ N 2
RASE? = n by > {3(tk) —v(tn)}°
k=1
where {ty,k = 1,...,ngriq} are grid points at which the non-parametric function

~(+) is estimated.

The results are summarized in Table 2 with n = 400 and 900. We can see that
as the sample size increases, the simultaneous confidence band coverage proba-
bilities based on the proposed one-step kernel weighting and two-step method
with kernel weighting in the second step are close to the nominal ones, and the
point-wise confidence interval is not valid for simultaneous inference. The RASE
gets smaller with increased sample size.

TABLE 2
Simulation results for B(t) = 3(t — 0.4)2,y(t) = sin(2~t).

n = 400 n = 900
BD NP-F  RASE(SD) CI SCB RASE(SD) CI SCB
Two-step (Centering+KW)
h=n"06 hy =hy =n=05 B(t) 0.134(0.022) 4.8 95.1 0.109(0.014) 1.0 94.9
h=n"97 hy = hy =n=05 B(t) 0.177(0.022) 0.0 93.6 0.152(0.013) 0.0  93.8
h=n"096 h; =hy =n"0> v(t) 0.150(0.027) 3.4  93.1 0.133(0.020) 1.6  94.1
h=n"07 h; =hy =n"05 (t)  0.158(0.027) 1.5 954 0.142(0.018) 0.2  95.0
One-step (KW)
hy = hy =n=0:45 B(t) 0.120(0.025) 14.2 97.3 0.104(0.018) 5.8 95.8
hi=hgy =n=05 B(t) 0.148(0.027) 4.6  95.8 0.133(0.019) 1.7 955
hi = hy =n~045 y(t) 0.125(0.027) 9.7  94.8 0.103(0.019) 7.1  95.2
hy = ho =n=05 y(t) 0.149(0.026) 3.3  94.6 0.133(0.020) 1.2 94.2

Note: “BD” represents the bandwidths, where h represents the bandwidth in the centering approach,
h1 and hg represent the bandwidths in the kernel weighting (KW) approach. “NP-F” represents the
non-parametric function. “RASE” represents the average of RASE, and “SD” represents the standard
deviation of RASE. “CI” represents the simultaneous coverage probability based on the pointwise
confidence interval. “SCB” represents the simultaneous coverage probability based on SCB. The
nominal level is 95%.

Figure 2 shows typical graphs of 5(t) and ~(t) based on the one-step kernel
weighting method and the two-step method with kernel weighting at the second
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step for n = 400 and 900. We can see that in the estimation of 8(t), both the
pointwise confidence interval and the simultaneous confidence band are narrower
in the two-step method with kernel weighting at the second step than in that
based on the one-step kernel weighting method. This reflects that we obtain a
more efficient estimate of 5(¢) by using the two-step method compared to the
one-step method. As the sample size increases, we obtain narrower confidence
bands for 8(t) and ~(¢).

4. Application to the ADNI data

In this section, we illustrate the proposed methods on a data set from the
Alzheimer’s Disease Neuroimaging Initiative (ADNI) study (http://www.adni-
info.org/). ADNI is a large-scale multicenter neuroimaging study that collects
genetic, clinical, imaging, and cognitive data at multiple time points to better
understand Alzheimer’s Disease. We used a subset of ADNI consisting of n = 256
subjects over a 5 year follow-up to examine the relationship between diffusion-
weighted imaging (DWT) and cognitive decline. For the measurement of DWT,
we use fractional anisotropy (FA), which reflects fiber density, axonal diameter,
and myelination in white matter. FA is observed at 1 to 8 time points. For the
outcome related to cognitive decline, we use the Mini-Mental State Examination
(MMSE) score, with lower scores indicating impairment. The MMSE score is
examined from 1 to 13 time points. For each subject, the measurement times
of MMSE and FA are mismatched. Other covariates such as age (ranging from
55 to 96 years), years of education (ranging from 11 to 20) and the number of
APOEA4 genes are synchronous with MMSE, creating mixed synchronous and
asynchronous longitudinal covariates. The growth curves for Yavmvse(t), Xage(t)
and Zpa(t) of randomly selected patients are presented in Figure 3. Details of
the registration and normalization of imaging data can be found in Li et al.
[17].

We aim to examine the association between MMSE and log hazard function
of FA at region 0.35 (the whole brain is divided into 100 regions) accounting
for other baseline covariates. We first normalize the data as recommended in
Diggle et al. [7], Fan and Li [10]. Specifically, for continuous baseline covariate
education level, we subtract the mean and divide the standard deviation across
all individuals. For continuous longitudinal data, such as age, at time point ¢,
we get Nadaraya-Watson type of estimator of Xage(t) and Xige(t). The stan-

dard deviation sage(t) = \/X'ige(t) — {Xage(t)}? and the normalized version

is {Xage(t) — Xage(t)}/sage(t). Other longitudinal data can be normalized in
the same way and we omit the details. Below we use the same notation for
normalized data.

Our model is

E{Ymuse(t) | Xage(t), XBdu, Xaror4, Zra(t)} = a(t) (13)
+ Bage(t) Xage(t) + Prau(t) Xedu + Barora(t) Xapora + Yra(t) Zra(t),
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F1G 3. The growth curves for Yaimse (), Xage(t) and Zpa (t) of patient 9, 156 and 256.

where Yammsr(t) denotes longitudinal response of MMSE, Xage(t), Xgdu,
Xapors denote synchronous longitudinal covariates and Zwa (t) denotes asyn-
chronous longitudinal covariate. In (13), except for X apog4, which denotes num-
ber of copies of gene APOE4 (0,1 or 2), the rest are continuous variables.

In our proposed approaches, the two-step method requires that the syn-
chronous and asynchronous longitudinal covariates are uncorrelated. We regress
log hazard function of FA on age, education level, and the number of APOE4
genes with three univariate regression models and one multivariate regression
model as follows

E{Zpa(t) | Xage(t), Xgdu, Xarora} = a + 1 Xage(t) + o Xgdu + f3XaPoE4-
(14)

The results are summarized in Table 3. We observe that education level and
APOE4 genes are not statistically significantly associated with FA. There is
a significant effect of age. We shall use one-step method to estimate regres-
sion functions in (13) and do the two-step method without age as a sensi-
tivity analysis. The first stage of the two-step approach uses the bandwidth
h = 4n=%6 ~ 0.144, and the second stage of the two-step approach and one-
step kernel weighting approach use the bandwidth h; = hy = 4n96 ~ 0.144 in
ADNI data.

Figure 4 presents the non-parametric regression functions and SCBs of
Bage(t), Brau(t), Bapora(t) and ypa (t) based on one-step method. We also draw
constant and linear lines to check their adequacy in explaining the variation. We
observe that the SCB of Sage(t) does not contain linear or constant lines, which
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TABLE 3
Regression results of FA on age, education level and APOE}.

Fit separately Fit in one model
Age Edu APOE4 Age Edu APOE4
Estimate 0.008 —0.001 —0.021 0.009 0.001 0.004
SE 0.003  0.007 0.029 0.003 0.007 0.031
p-value  0.003  0.923 0.475 0.003 0.925 0.904
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FIG 4. Estimates of Bage(t), Brdu(t), Bapora(t) and vypa(t) and their SCBs in model (13).

implies that age has a non-linear time varying effect on MMSE. Education level
is not statistically significantly associated with MMSE. There is a negative con-
stant effect of APOE4 on MMSE, which is consistent with results in the medical
literature [27]. FA has a non-zero constant effect on MMSE. Therefore our anal-
ysis suggests the following model

E{Ymmse(t) | Xage(t), Xapor4, Zra(t)}
= at) + Bage(t) Xage(t) + BaroraXarora + Yra Zra (1), (15)

we fit model (15) based on one step method. As a comparison, we omit age and
use the two step approach with centering at the first step and kernel weighting
at the second step to estimate the constant coefficients for APOE4 and FA. In

o 256 ~~L; O IS .
other words, we minimize ) ;”] j;l{YMMSE(Ti ) —BaporaXApoE4 }? to obtain

B APOE4 at the first step where YMMSE and X APOE4 are the centering estimators.
Then we combine profile least squares method [10] and kernel weighting method
[3] to estimate Ypa.

The results of constant coefficient estimates of Sapogs and ypa are summa-
rized in Table 4. We can see that APOE4 has a negative statistically significant
association with MMSE and FA has a positive statistically significant associa-
tion with MMSE based on both one-step and two-step methods. In addition,
Figure 5 presents the regression function estimation of Sagc(t) based on one-
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TABLE 4
Constant coefficient estimates of APOE4 and FA.

Estimate SE p-value
One-step APOE4 —0.472 0.078 < 0.001

FA 0.129 0.048 0.008
Two-step APOE4 —0.471 0.080 < 0.001
FA 0.121 0.050 0.015

Method: One—step

Bage(t)
>

— estimated function — linear fit
@ | — 95% scb constant fit

T T T T T T T
60 65 70 75 80 85 90

Age

FIG 5. The estimate of Bage(t) and its 95% SCB in model (15).

step method. It seems that the age effect is highly non-linear, which cannot be
obtained by existing methods.

5. Concluding remarks

In this paper, we propose new methods to conduct statistical inference of mixed
synchronous and asynchronous longitudinal covariates with varying coefficient
models. Our one-step method allows arbitrary dependence between the syn-
chronous and asynchronous longitudinal covariates. If we further restrict the
synchronous and asynchronous longitudinal covariates to be uncorrelated, we
get non-parametric rate of convergence O(n?/%) for the regression function of
synchronous longitudinal covariates, faster than the rate of convergence O(nl/ 3)
for the regression function of asynchronous longitudinal covariates. It remains an
open question whether O(ng/ %) rate of convergence can be obtained for the re-
gression function of asynchronous longitudinal covariates. To quantify the overall
magnitude of variation of the non-parametric regression function, we construct
simultaneous confidence bands for the non-parametric regression functions with
wild bootstrap. The computation is scalable as we put random variation in the



3124 C. Liu et al.

residual without the need to compute the non-parametric regression function
for each bootstrap sample. Such SCBs allow us to see if the regression function
can be simplified as a constant, or a linear function.

We use working independence covariance matrix similar to the GEE [18].
[26] shows that with time dependent covariats, working independence is a safe
choice. Efficiency can be improved by correctly specified covariance matrix,
which is usually difficult.

R code for simulation and data analysis can be found in https://github.
com/hongyuan-cao/mixed-longitudinal. The dataset can be found in
https://github.com/BIG-S2/GFPLVCM.

Appendix A: Proofs of main results

In this section, we provide detailed proofs of Theorems 1 to 4. Our main tools
are empirical processes.

A.1. Proof of Theorem 1

Theorem 1. Under conditions (A1)-(A4), as n — oo, we have

Vhz [{Bult) = B0} (u(t) ~20(0)T] 4 N0, 4°(0) 18 (04" () )

where

A*(t) = B{C(t,t)C(t,t) " In(t,t)

and
S (1) = { / / K, zz)2dz'1dz2}E (O, 1)C(t, 8) ot X (), Z(1)1?] n(t, 1),

Proof. For any time point ¢, denote true regression function
po(t) = {Bo()", Bo(®)" 70 ()", A0 (1) 37,
estimated regression function
pul) = {Bu®. Bu O 30 Fu T,
and longitudinal covariates
Ri(ty, ta,t) = {Xi(t1)", Xa(t1) (11 — 1), Zi(t2)", Zit2) " (22 — 1)}

Let
T
e*:(el,po Opxp  Opxq 0pr1>

Ogxp  Ogxp €24xq Ogxq


https://github.com/hongyuan-cao/mixed-longitudinal
https://github.com/hongyuan-cao/mixed-longitudinal
https://github.com/BIG-S2/GFPLVCM
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be a matrix with dimension (2p + 2¢q) % (p + q), where e px, is a p X p identity

matrix, ez ¢xq is @ ¢ X ¢ identity matrix and the others are matrices with 0
entries. Then our estimating equation becomes

U {p(t)}
Apt i// Kpyny (t1 — tyta — t)e*  Ry(ty, t2,1) {Yi(t1) — Ri(tr, t2,1) p(t)}
x AN} (t1,t2)
n! Z// Ky oyt — tyta — £)Ci(tr, t2) {Yi(t1) — Ri(ty, t2,t) p(t) }

X sz (tl,tg), (S].)

where C;(t1,t2) = {Xi(t1)T, Zi(t2)T}T,i = 1,...,n. Solving U¥{p(t)} = 0, we
obtain jy,(t). We first show the consistency of f,,(t) and 4, (t). Note that

E [ TUz {p(0)}]
=n~! XW:E(EU/ Ky ny (b1 — 1o — t)e* Ri(ty, to, 1)

x {Yi(t) — Ri(t1, ta, )T p(t) Y AN7 (1, 82) | X(£), Z(s), N*(t,8),t,5 € [0, 1}]>
:n_IZE[/ Kpyny (= 1,12 _t)e*TRi(tth,t)
=1

% B {¥itr) — Rults, to, )T plt) | X(2), Z(s), 1,5 € [0, 11}n<t1,t2>dt1dt2}

n
=n~! ZE(/ Ky ny (b1 — 1o — 1) Ri(ty, b, 1)
1=1

x [Ri(t1,t1,8)  po(t) — Ri(t1, 2, ) p(t) + Op{(t1 — )} m(ta, tg)dtﬂitg).
By conditions (A2)—(A4) and Taylor expansion,
E [ "0 (o)} =E {Ct.nc 0 ()

x [{Bo(t) — BT, {r0(t) — v(D}T]" + 0,(1).

By the law of large numbers, e*7U» {p(t)} & u® {B(t),v(t)}, as n — oo, where
w? {B(1),7()} = E{Ct,)CE 1T} n(t,t) [{Bo(t) — BT, 1ro(t) = v(#)}T]",
a column vector in RP™. Under condition (A2), {Bo(t)”, v (t)T}T is the unique
solution to u® {B(t),v(t)} = 0. {Buw(t)T, 4w ()T} solves the estimation equa-
tion e*TU¥ {p(t)} = 0. By Andersen and Gill [1], it follows that for any fixed t,
{Bu(®), 30T 2 {Bo(t)", 70 ()3T
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We next show the asymptotic normality of {3, (t)7, 4w (t)7}7. Let P, and
P denote the empirical measure and the true probability measure, respectively.
We have

(nhiho) /2 TUY {p(t)}
=(nhiho)Y*(P, — P) [/ Ky py (b1 — t,to — t)e* T R(ty, 1o, 1)
XAV (t1) = Rty t2, )" p(t) }AN" (11, 2)|
+ (nhlhg)l/QE[/ Ky py(t1 — t,to — t)e* T R(ty, 1o, 1)
x (Y (t1) — R(t, t, t)Tp(t)}dN*(tl,tz)]

=T +1I. (S.2)

For I, we consider the class of functions
{(h1h2)1/2/ Ky o (i — tts — )" R(ty, to, t){Y (t1) — R(t1,t2, 1) p(t)}

< AN (t1,12) : |olt) — po(t)] < }

for any fixed ¢t and a given constant e. Note that the functions in this class
are differentiable and their corresponding first-order derivatives are bounded
according to condition (A2), therefore the functions in this class are Lipschitz
continuous in p(t) at any fixed ¢ and the Lipschitz constant is uniformly bounded
by (hihe)Y2|| [[ Ky py (t1 —t,te — t)e* T R(ty, ta, t) R(t1, t2, ) TdN*(t1,12) || oo- It
can be shown that this is a P-Donsker class [30]. We obtain that for |p(t) —
po(t)] < M(nhyihg)~'/2 where M is a constant, the first term in (S.2) is equal
to

I =(nhihy)? (P, — P) U Khypy (b1 — 1y — t)e* T R(ty, 1o, 1)
x {Y (t1) — R(t1,t2,t)T po(t) YdN*(t1, tQ)} +0,(1)

=(nhih)"?e"T (U {po(t)} = E U {po(t)}]) + 0p(1). (5.3)

For the second term on the right-hand side of equation (S.2), we have
11 :(nhlhz)l/ZE{/ Khth (tl - t, to — t)(i*TR(t1, tg, t)
x {Y(t1) = R(t1, t2,)" po(t)} dN*(tl,tg)}

— (nh1ho)'?E {/ Ky hy (b1 — o — 1) T R(ty, o, ) R(ty, ta, )T

x dN*(tl,w)} {p(t) — po(1)}
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=I) — L.
Define
@i(t) = (h1ha)"/ / Ky hy (= t,ta — 1)e* T Ry(t1, 12, 1)
x {Y;(t1) — Ri(t1,t2, )" po(t) } AN (t1,t2),
then (nhiha)Y2e*TUY {po(t)} =n~"2 3" | ;i(t), and we have

—VAE {¢(t)}
—fE[E{so( )1 X (). Z(5). N*(8,5). 1, € [0, 1]}]

:(nh1h2)1/2E // Khl ho tl - t tg — t) R(thtg,t)

< E{Y () = Rt t2,)70(0)| X(0). Z(6),t,5 € 0,11} ittt

=(nhihy)'*E / Ky py (b1 — t,to — t)e* T R(ty, 12, 1)

x {X(t1)" Bo(tr) + Z(t1) " v0(t1) — R(t1,t2, )" po(t) } n(ts, t2)dt1dt2}
=(nhyhy)'/? // Ky py(t1 —t 1o — ) E {e*TR(tl,tz,t)

x {R(t1,t1,t)" — R(t1,t2,6)" } po(t) + Op{(t1 — t) }]n(tl,tg)dtldtg.

By conditions (A3) and (A4), I; = o(1).
For I, we have

I =(nhiha) 2E{C(t,)C (1, 0)T Y n(t. £) [{B(1) — Bo()} . {r(t) = 70(8)}7]"
+0 {(nhth)l/Q(hf n h‘g‘)} .

As n — oo and (nhihy)Y/?(h3 + h3) — 0,

I = — (nhaha) V2 E {C(t,H)C(t, )7 } n(t, 1) [{B(5) — Bo()}T, {4(t) — v0(0)}7]"
+o(1). (S.4)
Combining (S.2), (S.3) and (S.4), we obtain
(nhih2) 2 (U {po(t)} — E[UY {po(t)}])

—(nhi o) 2B (O 0007} (6.0 [{u®) — o} (ult) — 20|
+o(1). (S.5)
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Recall

gﬁl(t) :(hlhg)l/z/ Kh1 ho tl — t tg — t)e*TRi(tl,tg,t)
x {Yi(t1) = Ri(tr, t2,1)" po(t) AN (tr,t2).

Since (nhiha)/2e*TUY {po(t)} = n~Y23"" | ¢i(t), sum of independent and
identically distributed (i.i.d.) random Varlables we next calculate var {¢(t)}.
Note that

var {@(t)} = E [var {o(t) | X(t), Z(s), N*(t,5),t,s € [0,1]}]
+var [E{p(t) | X(t), Z(s), N*(t,5),t,s € [0,1]}],

where
Evar {o(t) | X(t), Z(s), N*(t,5),t,s € [0,1]}]
—hhyE U// K o (b1 — byt — ) Ky (51 — £, 52 — 1) TR(t1, 2,1)
x R(s1,s0, ) e*E{Y (t1)Y (s1) | X(t), Z(s), N*(t,5),t,s € [0,1]}
x dN*(t1,t2)dN* (31,32)]
— hihoE {/// Ky hy(ty = tyta — ) Ky, py (51— t, 50 — t)e* T R(ty, to, 1)
x R(s1, 50, )T E{Y (1) | X(t), Z(s), N*(t, 8),t, s € [0,1]}
x E{Y (s1) | X(£), Z(s), N*(t, 5),t, 5 € [0, 1]}dN*(t1,t2)dN*(sl,52)]
:/ K(z1,22)%dz1d2oE [C(t,t)C(t,t)Tcr {t,X(t),Z(t)}z] n(t,t) + O(hi + h3),

and
var [E {p(t) | X(t), Z(s), N*(t,s),t,s € [0,1]}]

zhlhgvar</ Kpypy (i — tyta — t)e* T R(ty, ta, t) [{R(t1,t1,t) — R(t1, ta,t)}7
<pnlt) + 0 (11— 07} N (11.12))

:hlth(/// Ky py(t1 — t,to — 8)Kp, g (s1 — t, 59 — t)e*T R(ty, o, t)
< [{R(t, 10,0 = R(tr. 12,0} po(0) + 0 {(11 — 1%}

x [{R(sl, s1,8) — R(s1,50,)}7 po(t) + Op {(s1 — t)?}} R(s1,82,1)Te*
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x dN* (tl, tQ)dN*(Sl, 82))
T
—h1h2{/ Khl,hz(tl —t,tQ—t)E<6* R(tl,tg,t)

®2
x [{R(t1,t1,t) — R(t1,t2,1)}" po(t) + Oy, {(t1 — t)2}]>dN*(t1, tg)}
=O(hi + h3).

To prove the asymptotic normality, we verify the Lyapunov condition. Note
that

(nhiho) 2 TUY {po(t)} = n~ /2 Z%‘(t) = 2”1/2”71%‘@)7
i=1 i=1
then similar to the calculation of variance, we have

En: B (|00~ i(t) = B0 i} 2] = nO { (nhaha)?/ 205 (haha) 2}
h -0 {(nhlhg)*“} .
Therefore, by condition (A4) nhyhy — oo and (nhihy)'/?(h34h3) — 0, we have
(nhaha) e (U {po(6)} = E[UY {po()}]) * N {0, 27 (1)},
where
SH(t) = { / / K(zl,ZQ)zdzldzz}E [C(t,t)cm)%{t,X(t),Z(t)}Q] n(t,t).

Combining with equation (S.5), we have

Vit [1Bu(®) — B0} (Gu(t) —70(0}7] 5 N{0, 4" 21 (A1),

where
A*(t) = E{C(t,t)C(t,t)T}n(t, 1)

and
Y (t) = {//K(zl,ZQ)deleQ}E [C(t,)C(t,t) o {t, X (1), Z()}*] n(t, t).

Therefore the conclusion of Theorem 1 holds. O
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A.2. Proof of Theorem 2
Theorem 2. Under conditions (3), (A5)-(A8),as n — oo, we have

Vih{Be(t) — Bo(H)} < N{0, A" (H)S(H) A7 (1)},
where

A(t) = B{X (1) X ()T IA®)

and X(t { /K } E X)X () o{t, X (1) 2] M2).

Proof. For any t, let

0o(t) = {Bo(t)", Bo()"}7,
Bo(t) = {87, B.()"YT,

and
Wi(t1,t) = {Xi(t1)", Xs(t1)" (1 — 1)},

under conditions (A7) and (AS8), mx(t) & mx(t) and ry (t) 5 my(t). Let
e = (e1pxp;Opxp)T € RZPXP where e; x, is a p X p unit matrix, then the
estimating equation is

e Uy {0(t) *1Z/Kh ty — t)e" Wi(tr, ){Yi(tr) — Wi(ta, £)"0(t) }dNi(t)
+0p(1). (S.6)
Solving eTUS{0(t)} = 0, we obtain [.(t). We first show the consistency of f,(t).
E U Kt — )" W(t1,t) {Y(t1) — W(t1,t)70(t)} N (t1)
E( UKh t1 —t)eTW(t,t) {Y (t1) — W(t1,t)70(t)}
x dN(t1) | X (t) teOID
=F UKh t1 —t)e" W(t, ) E{Y (t1) — W(t1,)T0(t) | X(¢),t € [0,1]}
X )\(tl)dtl}

=FE </ Kp(ti —t) [T W (t1, )W (t1, )T {06(t) — 0(t)} + Op{(t1 — )*}]
X /\(tl)dtl).
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Let t; = t+ hz, by conditions (A6)— (A8) and the law of large numbers, we have
eTUO(t)} B {Bo(t) — B YE{X ()X ()T }A(t) as n — oo. Similar to the proof
of Theorem 1, under condition (A6) and convexity lemma [1], 3.(t) = Bo(t).

Next we show the asymptotic normality of Bc(t). Let P,, and P denote the
empirical measure and the true probability measure respectively, we have

VnheTUS {0(t)}
ik (P, — P) [ [ Rt = 0T W07 1) - W00 a<t>}dN<t1>]

+ VnhE [/Kh t— O)eTW (t, )V (1) — W(t, ¢ )TG(t)}dN(tl)] (S.7)

For the first term in (S.7), we consider the class of functions

{\/_/Kh (t1 — )T W (t1, ){Y (t1) — W(t1,)TO) }AN (t1) : |0(t) — Oo(t)] < e}

for any given constant € and any fixed time point ¢. Similarly to the proof in
Theorem 1, it can be shown that this is a P-Donsker class [30], we obtain that
for |0(t) — Oo(t)| < M(nh)~'/? where M is a constant, the first term in (S.7) is
equal to

Vnh (Pn, —P) [/ Kty — t)eTW(t1, t){Y (t1) — W(tl,t)Teo(t)}dN(tl)]

+ 0p(1)
=Vnhe™ (Us{00(t)} — E [Us{60(t)}]) + 0p(1). (S.8)

For the second term on the right-hand side of equation (S.7), we have
\/EE(/Ich(t1 —0TW (t1,1) [V (12) = Wt )7 {0(0) — o[}
— W (t1,6)"0o(t)] x dN(tl))
_\/_EUK,L tr — e "W (ty, t) {Y (t1) — W(ts, 1) }dNtl]
— \/_E{/Kh (ty — )T W (ty, )W (tht)T)\(tl)dtl} {0(t) — 0o (1)}
=0, — I,. (5.9)

For Il, let ’(/Ji(t) = \/Eth(ﬁ — t)eTWi(th t){f/ (tl) W (t1,t)T90(t)}dNi(t1).
¥i(t)s are i.i.d. and vVnheTUS {0p(t)} = n= Y237 | 4;(t). We have

=VnE {y(t)}
=VnE [E{4(t) | X(t),N(t),t € [0,1]}]
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=(nh)'*E { / Kn(ty — )" W (ty, t)E

x {Y(t1) = W(t1,)T00(t) | X(¢),t € [0,1]} A(tl)dtl]
:(nh)l/QEU Knlty — )T W (t, 1)
x {W (t1,t1)T00(t1) — W(t1,t)T00(¢) } A(tl)dtl]
—(nh)V/2 /Kh(tl B[ W (W (1, 1) — W (0, W (11,0)7} o)
+0p{(ts — %} At)dt,
let t; = hyz + ¢, similar to the proof of Theorem 1, by conditions (A7) and

(A8), we have I; = o(1).
For I, we have

I, = VnheTE {/ K(2)W(t + hz, )W (t + hz, )T\t + hz)dz} {0(t) — 0o(t)}
= VRhE{X ()X (1) IN®) {B(1) — Bo(t)} + O(n/215/?).
Consequently,

VahB{X ()X ()T IANO{Be(t) — Bo(t)} + o(1)
= Vnhe® (U {00(t)} — E (U5 {60(t)}]) (5.10)

The variance of vnheT US (o(t)) can be computed using 1;(¢) defined earlier,

var{¢(t)} = E [Var {1/1 t) )E' t),N(t),t €0, 1]}]

+ var [E {w t X(t) N(t)at € [07 1]}]
=J1 + Jo,

where
I =B{B ([6) — B {ot) | X(0). N0t e 0,0} | X0).N0).t € [0,1)) }
:hE{ / / Knlty — ) Kn(s1 — )T (b1, )W (51,8) e
x B ([V (1) = E{Y (1) | X(0), N(1).t € [0.1]}]
% [V(s1) = BAY (1) | X(0), N ().t € [0, 11}] | X(1), (o).t € [0,1])

X dN(tl)dN(Sl)}
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- / K(2)%d=E [X ()X (1) o {t, X(1)}2] A(t) + O(h?),

J2 =hvar |:/ Kh(tl - t)eTW(tl,t) {W(thtl)T(%(tl) W(tl, go(t)} dN(tl):|

hE{/ Kin(ty — t)Kp(sy —t)eT W (ty,t)
X {W(tl,tl)Teo(tl) — W(tl,t)Teo(t)}
X {W(Sl, 81)T90(81) — W(Sl, 9() } W 81, )TedN(tl)dN(sl)}

- h{/Kh(tl —1)eTE (W (t1,t) [W(t1,t1)T00(t1) — W(t1, ) 00(t)])

X dN(tl)}®2

=0(h?).

To prove the asymptotic normality, we verify the Lyapunov condition. Note
that

n
(nh)1/2 TUc {9 _n—l/szl an/Qn_lwi(t)
i=1
then similar to the calculation of variance,
ZE (107207 305(t) = B 20 (0} 2] = nO { (nh)*/2n2h-2}

-0 {(nh)—1/2} .
Combining (S.10), we have

Vnh{B.(t) — Bo(t)} 5 N{0, A() 'S () A(t) 1),

where
A(t) = E{X ()X (®)"IA®)
and  B(t { / K(z dz} XOX (&) olt, X6} A0).
Therefore the conclusion of Theorem 2 holds. O

A.3. Proof of Theorem 3
Theorem 3. Under conditions (3), (A5)—(A8), as n — oo, we have

Vih{Bu(t) = fo()} % N{0, A7 ()2() A} (1)},
where A(t) and X(t) are specified in Theorem 2.
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Proof. From Fan and Zhang [13], i, (t) £ {ay(t), Bo(t)7, &U(t),év(t)T}T is con-
sistent estimates of the coefficients in model (2.8). Here we show that (,(t) is a
consistent estimator for 5(¢) in model (2.1). For any fixed time point ¢, define

UY{u(t) _IZ/Kh (t1 — t) {Yi(t1) — Qi(t1, 1) L(t)}szi(t1)7 (S.11)

where (t) = {a(t), 3)T,a(t), 3t)T}T and Qi(t1,t) = {1, Xi(t))T, (t1 — t),
X;(t)" (t1—t)}". From (2.5), a(t) = E{Z(t)}"(t) = E{Y (t)} - E{X ()} B(t),

we have
Ut}
“n 3 [ Kt 0 {3i0) — ) — 60— 1)~ K1) 50
x —2;,» (h)TBE) (1 — )} dNi(t1)
— an/lr(h(t1 —O{¥ilt) — BY (1) + O, (1 — 17 + EX (1) B(1)
— Xi(t)TB() — Xi(t)T At — t>}2dzvi<t1>
‘1Z/Kh ty — ) {Vi(t1) — Wiltr,)T06) )2 AN (t1) + 0,(1),  (S.12)

where 0(t) = {B(t)T, B(t)T}T, Wilt1,t) = {X;(t1)T, Xi(t1) T (1 —1)}T, X;(t1) =
Xi(t1) — EX(t1), and Y;(t,) = Y;(t1) — EY (t1). The estimating equation is the

same as the centering approach. Consequently, let 6, (t) = {Bv(t)T, Bv(t)T}T be
the estimating function using the varying-coefficient model approach and 6y (t)
be the true function. The proof of Theorem 3 is the same as that of Theorem 2
and is thus omitted. O

A.4. Proof of Theorem 4
Theorem 4. Under conditions (3), (A1)—(A4), as n — oo, we have
Vil ha{A() = 70()} 5 N{0, AT (1) 'S (AT (),

where

A*(t) = B{Z(H)Z()  In(t, 1)

and XT(t {/ K(z1,2) dzleQ}E[Z() ) o {t, X (1), Z(t)}*] n(t,t).

Proof. For any fixed time point ¢, let ¢o(t) = {yo(t)",50(t)"}7, o) =
AOT AT, Vilta, ) ={Zi(t2)T, Zi(t2) " (2 =)}, 00 (£) = {Bo ()", Bo (1) "},
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A(t) = (BT, BA)TYT, and Wi(ts,t) = {X;(t))T, Xs(t)T (t1 — )T, for |(t) —
0o(t)] < e with any given constant €, the estimating equation about ¢(t) becomes

Un{o(t), —n_lz//Khl he (1 — t, b — t)Vi(ta, 1)
X {Y; t1 — Wi(tl, )Teo( ) — V(tg, }dN t17t2) +Op( ) (813)
Let €™ = (e2,4xq, O0gxq)? € R?27%4.
By taking expected value of e+TUn{</)(t), 0(t)}, we have
n~! Ze*TE[/ Ky ny(t1 —t by — t)Vi(tg,t)E{Y}(tl) — Wi(tr, £)T00(t)
i=1
- V;(t27 t)T¢(t) | X(t)a Z(S)a l,s € [07 1]}77(t17 t2)dt1dt2:| + Op(l)
—p! Ze+TE(/ Kpyny(ty — bty — t)v;(t2,t)[ (11, 1) dol(t)
i=1

— Vilta, )T (t) + Op{(t1 — t)2}} n(te, tg)dtldtg).

Let t; = hyz1 + t,ta = hozo + t, then by conditions (A2)—(A4) and Taylor
expansion, we have F [e*TUn{qﬁ(t),@A(t)}} =E{ZW)Zt)TIn(t, ) {vo(t)—y(t)}+

o(1). By the law of large numbers, e+TUn{¢(t),é(t)} Poufy(t)}, as n — oo,
where u{v(t)} = E{Z(t)Z(#t)T}n(t,t) x {70(t) —v(t)}. Under condition (A2),
Yo(t) is the unique solution to u{~y(t)} = 0. 4(t) solves the estimation equation
e+TUn{¢(t), 0(t)} = 0. By Andersen and Gill [1], it follows that for any fixed ¢,

Ay P
A(t) = 70(t).

We next show the asymptotic normality of 4(t). Using P,, and P to denote
the empirical measure and true probability measure respectively, we have

(nhaha)'/2e " Un{6(2),6(t)}
—(nhha)2(P, — P) U/ Ky (b1 — ot — )t Vi(ta, ){Yi(t1)
— Wi(t1,)T0(t) — Vilta, )T (1) YN} (t1,12)
+ (nhihy)'?E U Ky py (b1 — tta — t)e™ Vita, ){Yi(t1) — Wi(t, )7 0(t)
Vil G0N 0. 2]

=I+1L (S.14)

For the term I and any fixed time point ¢, we consider the class of functions

{(hlhz)l/Q/ Knyny(th —t,ta — t)e+TV(t2,t) {Y(t) = W(t,t)"0(t)
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V(12 760} AN (11,12):600) = (0] < 1, ]0(0) ~ n(0)] < 2
for given constants €; and e5. Similarly the proof in Theorem 1, we obtain that

for |0(t) — 0o(t)| < My(nh)=2 |p(t) — ¢o(t)| < Ma(nhihe)~/? where M; and
Ms are some constants, the first term I in (S.14) is equal to

(nhih)Y*(P, — P) U Knyny(t1 — tts — t)et Vi(ta, 1)
X {E(tl) — Wi(tl,t)Too(t) V(tg, T¢0 }dN t1, tg):| + Op(l)

=(nh1ha) et (Un{d0(1), 00(1)} — E[Un{o0(t), 60(1)}]) + 0p(1).

For the second term II on the right-hand side of equation (S.14), we have
I :(nh1h2)1/2/ Ky (ty — t,ty — t)E [e+TV(t2,t){Y(t1)
W (ty, )TO(t) — V(tg,t)%(t)}] Wty t)dtydts
=(nhihs)Y/2E {/ Knyna(ty — it —t)et Vi(ta, t) {Y (t1)
—W(t1,t)"00(t) — V(t2, t) " 0(t) } n(tl,tz)dtldtg}

[ T
f(nhlhg)l/QE/ Kpyny(t1 =t ta —t)et V(ta, )W (t1,1)7

x {0(t) — 0o (t)}n(ty, tg)dtldt2:|

—(nhlhg)l/gE/ Koy (b1 — £ ts — e TV (2, )V (t2,6)7

x{ww—¢aﬂmabmmmm4
= — I, — Is.
For I, let
71'2(1;) :(h1h2)1/2/ Kh1,h2 (tl - t,tQ - t) t27 {Y tl Wi(tht)Tgo(t)
~Vi(t2,t) o (t) } AN} (t1, t2),

mi(t)s are i.i.d. and (nhyhe)2et U, {¢o(t), 00(t)} = n—1/2 o mi(t), then we
have

VB {x(1)}

VBB {x(t) | X(t), Z(s), N*(t, ), 1, € 0, 1]}
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—(nh1h2)1/2E|:/ Knypa(t1 — tota — )T V(ta, 1)
x E{Y (t1) — W(t1, ) 00(t) — V(t2, 1) ¢o(t) | X (1), Z(s), t,s€[0,1]}
x 1(t1, tg)dtldtg}
:(nh1h2)1/2/ Kpypg(t1 —tts — t)E[e+T {V(ta, )V (t1,8)T
—V(t2, )V (t2,t)" } do(t) + Op{(t1 — t)2}] n(ty,ta)dt dts,

let t1 = hiz1 + t,t9 = hozo + t, similar to the proof of Theorem 1 we have
I, = o(1). By the proof of Theorem 2, conditions (A4) and (A8), we have
.[2 = 0(1)
For I3, we have
I; =(nhihy)'/? / Ky (b = it = ) B{V (t2,)V (t2,) " Ho(t) — do(t)}
X ’I](tl,tg)dtldtz
—(nhhe)'? [[ K120t BV (hasa + 6.0V (ha + 1,0)7)
x N(h1z1 + t, hoze + t)dz1dz2{p(t) — do(t)}
=(nhiho) PE{Z(6) Z(0) Yt ){1(t) — 70(D)} + o(1).
Consequently,
(nhaho) 2t (U {0 (t), 00(t)} — B [Un{o(t), 0o(t)}])
=(nhih2) PE{Z(6)Z(0) Y, ){A(t) — 70(D)} + 0p(1).

Now we show that (nh1h2)1/26+TUn{¢0(t)7 0o(t)} follows the central limit the-
orem. The variance can be computed using ;.

var{m(t)} =F [var {n(t) | X (t), Z(s), N*(t, s),t,s € [0,1]}]
+var [E{n(t) | X(t),Z(s), N*(t,s),t,s € [0,1]}]
=J1 + Ja,

where

Jl :h1h2E|:/// Khl,hg (tl — t,tg — t)Khl,hz (81 — t,SQ — t)€+TV(t2,t)
X V(s% t)TeJrE {Y(tl)Y(sl) ‘ X(t)a Z(S), N* (tv S)a l,s e [07 1}}

X dN* (tl, tg)dN*(Sl, 32):|
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- hthE{/// Ky iy (t1 — tyty — £) Ky py (51 — £, 50 — £t V(tg,t)
x V(so,t) e E{Y (t1) | X(t),Z(s), N*(t,s),t,s € [0,1]}
x E{Y (s1) | X(£), Z(s), N*(t, 5), 1,5 € [0, 1]} AN* (t1, t2)AN* (51, 52)
= [[ Kz desdnn (20020070t X0, 260 () + O +12),
and
Ja :hlhgvar{/ Ky (t =ty — t)et Vita, t)

x {Z(t1) y0(t1) — V(t2, 1) do(t) } AN*(t1,t2)

:hlth[/// Ky pg(t1 — tits — ) Kp, pa(s1 — 1,50 — et V(ta,t)
X AV (t1,t) = V(ta, )} do(t)do(t)T {V (s1,t) = V(s2,8)} V(s2,t)Te™

X AN*(t1,t2)dN*(s1, 82)}

- h1h2</ Kp, n,(t1 —t, ta —t)E [ V(t2, ){V (1) — V(tQ’t)}T
®2

X qbo(t)dN*(thtz))

=0(h? + h3).
Thus
var{ﬂ(t)}:/ K(z1,20)%dz1dzo B [Z() Z(t) o {t, X (1), Z(£)}*] n(t, t)

+O(h? + h3)
=7 () + O(h] + h3).

To prove the asymptotic normality, we verify the Lyapunov condition. Note
that
T n
(nhaho)' et U, {do(t), 60()} = n~'/2 > " mi(t) anﬂ i
i=1

then similar to the calculation of variance,

S B |In 0 m(t) — B Pn T w0} = nO{(nhahe)*n S (hha) )
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= O{(nhyhy)~Y/?}.
Consequently, by condition (A4) we have
(nhaha) 2t (Un{do(t), 00(t)} — E [Un{g0(t), 0o(t)}]) % N{0, 7 (t)}.
Then we have
Vhiha{A(t) — v0(t)} % N{0, A*(t) 'St () AT (£) "1},
where

AT ()

B{Z(t)Z(t)" }n(t.t)
and %t(t) = {//K(21722)2d2’1d22}E [ZW)zZ() o {t, X (1), Z(t)}?] n(t, t).

Therefore the conclusion of Theorem 4 holds. O

Appendix B: Additional simulations

In this section, we present simulation results for setting (i) 3(t) = 3(t—0.4)% and
~(t) = sin(27t) (Table 5) by using two-step approach with a varying-coefficient
model method at the first step and kernel weighting at the second step. We
further show results for setting (ii) 5(¢) = 0.4¢ + 0.5 and ~(t) = \/t using the
proposed three methods (Table 6).

TABLE 5
1000 simulation results for B(t) = 3(t — 0.4)% and y(t) = sin(2nt).

t=0.3 t=0.6 t=0.9

BD NP-F Bias SD SE CP Bias SD SE CP Bias SD SE CP
Results for n = 400 Two-step (VCM+KW)

h=n"06hy =hy =n=05 B(t) 0.003 0.157 0.144 92.2 0.005 0.124 0.122 929  —0.001 0.133 0.122 92.5
h=n"%7 hy =hy =n"05 B(t) 0.004 0.198 0.186 92.2  —0.001 0.168 0.155 91.3 0.006 0.168 0.156 92.6
auto B(t)  —0.007 0.154 0.145 91.5 0.003 0.130 0.126 92.9  —0.003 0.127 0.125 93.5
h=n"90 hy =hy =n"0% ~(t) —0.045 0.153 0.144 90.3 0.033 0.155 0.140 88.8 0.034 0.147 0.134 89.7
h=n"0" hi =hy =n=0% ~(t) —0.045 0.163 0.151 89.7 0.029 0.166 0.148 89.1 0.028 0.148 0.142 91.0
auto (t)  —0.039 0.153 0.141 90.6 0.035 0.148 0.141 91.4 0.032 0.133 0.128 92.0
Results for n = 900 Two-step (VCM+KW)

h=n"06 hy =hy =n=0> B(t) 0.001 0.120 0.119 94.6  —0.003 0.101 0.100 93.8 0.001 0.102 0.100 93.4
h=n"%7 hy =hy =n"05 B(t) 0.007 0.171 0.161 92.1 0.000 0.140 0.137 94.1 0.002 0.147 0.136 91.9
auto B(t)  —0.002 0.134 0.125 92.8 0.000 0.104 0.100 93.3  —0.001 0.103 0.100 92.6
h=n"06 hy =hy =n"0% ~(t) —0.024 0.140 0.131 91.0 0.018 0.135 0.130 92.1 0.028 0.127 0.122 91.6
h=n"07 hy =hy =n"0% ~(t) —0.028 0.147 0.156 90.8 0.013 0.138 0.135 92.7 0.016 0.130 0.139 92.5
auto y(t)  —0.036 0.141 0.129 90.2 0.014 0.135 0.129 92.7 0.021 0.116 0.123 92.1

Note: “BD” represents the bandwidths, where h represents the bandwidth in the varying coefficient model (VCM) approach, hi
and hy represent the bandwidths in the kernel weighting (KW) approach. “NP-F” represents the non-parametric function. “Bias”
is the absolute bias. “SD” is the sample standard deviation. “SE” is the average of the standard error and “CP” is the point-wise
95% coverage probability. “auto” represents automatic bandwidth selection.
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TABLE 6
1000 simulation results for B(t) = 0.4t + 0.5 and v(t) = V/t.
t=0.3 t=0.6 t=0.9

BD NP-F Bias SD SE CP Bias SD SE CP Bias SD SE CP
Results for n = 400 Two-step (Centering-+KW)
h=n"06 hi =hy=n"0% B(t) 0.003 0.130 0.120 91.4  —0.003 0.138 0.133 92.6  —0.004 0.150 0.145 93.1
h=n""hi =hy=n"%% B(t) 0.010 0.164 0.155 92.0 0.000 0.177 0.172 92.6 0.004 0.200 0.186 91.8
auto B(t)  —0.003 0.142 0.133 91.9 0.005 0.134 0.132 93.1  —0.001 0.164 0.154 92.6
h=n"06hy =hy=n"05 ~4(t) —0.025 0.147 0.138 91.6  —0.031 0.152 0.140 88.9  —0.035 0.149 0.135 89.6
h=n"""hi =hy=n"0% ~4(t) —0.026 0.158 0.150 92.5  —0.027 0.156 0.149 91.0  —0.029 0.152 0.144 90.8
auto y(t)  —0.024 0.144 0.133 904  —0.029 0.151 0.143 91.0  —0.029 0.144 0.136 91.2

Two-step (VCM+KW)
h=n"96 hy =hy=n"0% B(t) —0.002 0.131 0.119 91.8  —0.011 0.132 0.132 94.2  —0.004 0.147 0.144 93.1
h=n"%"hi =hy=n"%5 B(t) —0.002 0.167 0.154 91.6  —0.002 0.187 0.169 91.2 0.001 0.199 0.188 92.7
auto B(t) 0.004 0.130 0.128 93.7 0.012 0.144 0.134 92.0 0.004 0.151 0.144 91.9
h=n"6 hy =hy=n"0% ~4(t) —0.029 0.152 0.136 89.9  —0.028 0.149 0.141 92.3  —0.033 0.145 0.134 90.5
h=n""hi =hy=n"%% ~4(t) —0.026 0.159 0.143 89.6  —0.032 0.157 0.153 91.0  —0.039 0.154 0.150 91.6
auto y(t) —0.025 0.142 0.133 91.1  —0.030 0.151 0.137 90.4  —0.043 0.140 0.129 90.4

One-step (KW)

hi = hy =n~045 B(t) 0.001 0.124 0.114 91.8  —0.004 0.118 0.115 91.8  —0.005 0.116 0.119 93.9
hi = hy =n=05 B(t) 0.004 0.146 0.136 90.6  —0.005 0.148 0.135 90.3  —0.002 0.150 0.138 91.5
auto B(t)  —0.001 0.101 0.096 93.1 0.006 0.125 0.114 91.7 0.000 0.111 0.103 92.3
hi = hy =n~045 y(t)  —0.025 0.122 0.115 92.6  —0.024 0.124 0.115 91.4  —0.030 0.120 0.111 90.7
hi = hy =n=05 y(t) —0.009 0.148 0.137 91.0  —0.020 0.148 0.135 90.2  —0.018 0.151 0.135 91.6
auto y(t) —0.026 0.101 0.096 91.7  —0.026 0.122 0.113 91.0  —0.040 0.102 0.098 91.2
Results for n = 900 Two-step (Centering+KW)
h=n"6 hy =hy=n"0% B(t) —0.001 0.099 0.098 93.7 —0.004 0.115 0.110 92.8 0.007 0.118 0.119 94.2
h=n""hi =hy=n"9% B(t) 0.000 0.143 0.134 92.9 0.001 0.157 0.147 90.6 0.000 0.166 0.162 93.4
auto B(t) 0.000 0.112 0.110 93.9 0.002 0.114 0.109 92.7 0.001 0.139 0.134 92.7
h=n"6hy =hy=n"0% 4(t) —0.015 0.137 0.126 904  —0.016 0.134 0.127 92.3  —0.015 0.126 0.124 92.3
h=n""hi =hy=n"%% ~4(t) —0.010 0.140 0.143 91.6  —0.021 0.142 0.143 92.5  —0.025 0.140 0.177 92.6
auto y(t) —0.014 0.132 0.128 91.3  —0.014 0.134 0.127 92.1  —0.024 0.133 0.129 91.2

Two-step (VCM+KW)
h=n"96h; =hy=n"05 B(t) —0.002 0.104 0.099 93.0 0.004 0.113 0.109 93.9 0.000 0.123 0.119 92.8
h=n""" hi =hy=n"%% B(t) 0.004 0.143 0.133 91.4 0.000 0.157 0.148 92.3 0.004 0.166 0.160 93.4
auto B(t)  —0.001 0.095 0.098 94.9 0.006 0.116 0.113 93.6 0.004 0.123 0.119 92.9
h=n"06h; =hy=n"0% ~4(t) —0.009 0.130 0.127 929  —0.015 0.132 0.127 92.6  —0.022 0.129 0.124 91.9
h=n""hi =hy=n"%5 ~4(t) —0.016 0.141 0.132 91.6  —0.026 0.138 0.138 92.2  —0.025 0.136 0.155 91.6
auto y(t) —0.013 0.124 0.119 92.6  —0.020 0.125 0.119 92.2  —0.031 0.131 0.123 90.5

One-step (KW)

hi = hy =n~045 B(t) 0.002 0.102 0.098 94.2  —0.003 0.107 0.099 92.9 0.003 0.106 0.100 92.6
hi = hy =n=05 B(t) 0.000 0.136 0.125 90.4 0.002 0.135 0.126 91.7  —0.001 0.139 0.128 92.6
auto B(t)  —0.001 0.086 0.082 93.1 0.001 0.085 0.083 93.3 0.001 0.100 0.098 93.4
hi = hy =n~045 y(t)  —0.011 0.104 0.099 90.9  —0.017 0.105 0.098 92.0  —0.018 0.099 0.094 91.8
hi =hy =n=05 y(t)  —0.006 0.131 0.125 92.3  —0.015 0.133 0.126 92.8  —0.012 0.134 0.121 90.8
auto y(t) —0.021 0.086 0.081 91.7 —0.026 0.088 0.083 91.1  —0.025 0.095 0.093 93.1

Note: “BD” represents the bandwidths, where h represents the bandwidth in the centering and varying coefficient model (VCM)
approaches, h1 and ho represent the bandwidths in the kernel weighting (KW) approach. “NP-F” represents the non-parametric
function. “Bias” is the absolute bias. “SD” is the sample standard deviation. “SE” is the average of the standard error and “CP”
is the point-wise 95% coverage probability. “auto” represents automatic bandwidth selection.
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