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SUMMARY

This paper proposes a classical weighted least squares type of local polynomial smooth-
ing for the analysis of clustered data, with the key idea of using generalised inverses of
correlation matrices. The estimator has a simple closed-form expression. Simplicity is
achieved also for nonparametric generalised linear models with arbitrary link function
via a transformation. Our approach can be characterised by ‘local observations with
local variances’, which yields intuitively correct results in the sense that correct/incorrect
specification of within-cluster correlation has respective positive/negative effects. The
approach is a natural extension of classical local polynomial smoothing. Consequently,
existing theory can be largely carried over and important issues such as bandwidth
selection can be tackled in the classical fashion. Moreover, the approach can handle
various types of covariate, such as cluster-level, subject-level or partially cluster-level.
Numerical studies support the theoretical results. The method is illustrated with a real
example on luteinising hormone levels in cows.

Some key words: Asymptotic bias; Bandwidth selection; Generalised estimating equation; Kernel function;
Mean squared error; Nonparametric curve estimation.

1. INTRODUCTION

Nonparametric curve estimation, and local polynomial smoothing in particular, is a
well-developed methodology; see for example Fan & Gijbels (1992, 1995, 1996), Fan
(1993), Ruppert & Wand (1994), Fan et al. (1995) and Ruppert (1997). Analysis of
longitudinal or clustered data, especially through the generalised estimating equations of
Liang & Zeger (1986), is of considerable current interest (Lin & Carroll, 2000; Wang,
2003). The aim of this paper is to develop a natural local polynomial smoothing method
for the analysis of clustered data, which, in both theory and computation, is simpler and
more general than the methods of Lin & Carroll (2000) and Wang (2003).

Many articles have addressed the analysis of clustered data via local polynomial
smoothing; see Severini & Staniswalis (1994), Wild & Yee (1996), Zeger & Diggle (1994),
Ruckstuhl et al. (2000), Lin & Carroll (2000), Verbyla et al. (1999) and Wang (2003). Lin
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& Carroll (2000) was the first paper to present a formal extension of parametric generalised
estimating equations, but their method yields a counter-intuitive result that correct
specification of within-cluster correlation would have an adverse effect on the curve
estimation. We may explain this phenomenon as follows. To estimate the curve at a fixed
point x,, all observations with covariates in the neighbourhood of x, are called ‘local
observations’ and all observations in the data are called ‘global observations’. In Lin &
Carroll (2000), each observation within a cluster is localised through a kernel function,
but each cluster is weighted with the correlation matrix of the entire cluster, which we
call ‘global variance’, instead of the variance of the local observations, which we call ‘local
variance’. This mismatch of ‘local observations with global variance’ is one plausible
explanation of why a correct specification of within-cluster correlation would in fact have
an adverse effect on the curve estimation. Wang (2003) solves this puzzle and improves
the method of Lin & Carroll with ‘seemingly unrelated observations’. In her method,
all ‘global observations’ are used in the estimation. The nonlocal observations, after
subtraction of their means, can provide information about local observations if their
correlation with local observations is correctly modelled; essentially Wang (2003) fixes the
mismatch of Lin & Carroll by using the match ‘global observations with global variance’.
Wang’s method does indeed yield smaller asymptotic variance when the within-cluster
correlation is correctly specified, but it also has drawbacks. Heuristically, the variance
reduction is compromised by a possible increase in bias: the nonlocal observations
may bring in a sizeable bias because their means, for subtraction, are unknown. If the
within-cluster correlation is modelled incorrectly, the accuracy of curve estimation would
deteriorate much more severely than with the method we propose. Moreover, Wang’s
method has computational and theoretical difficulties. First, it requires an iteration pro-
cedure with initial estimate satisfying an asymptotic expansion, which may diverge, and
the resulting asymptotic bias term contains the asymptotic bias of the initial estimate; see
equations (8) and (11) of Wang (2003). This implies that, even though the initial estimate
may be a reasonable choice, its bias will be carried over to the final estimate of Wang
(2003). In addition, the asymptotic bias after full iteration does not have a closed-form
expression and is difficult to evaluate; see equation (14) in Wang (2003). Furthermore,
the theory of both Lin & Carroll (2000) and Wang (2003) deals with local linear estimation
rather than general local polynomial estimation, let alone estimation of the higher-order
derivatives of the curve.

The method of this paper, in contrast to those of Lin & Carroll (2000) and Wang
(2003), can be characterised by the description ‘local observations with local variances’.
The idea is simple and intuitive. We shall only use the relevant observations, namely the
local observations, and weight them by their own variances, namely the local variances,
rather than by global variances. The estimator is simple and has an explicit expression
similar to that of the weighted least squares estimators; see equation (3). As a result, the
computational workload is minimal. Also, the within-cluster correlation is indeed used
appropriately to improve the estimation: when the within-cluster correlation is involved
in the curve estimation, correct specification has a positive effect; when it is not involved,
correct specification does not have an adverse effect. To be specific, if the number of
subjects with one covariate in a small neighbourhood of a point is comparable with
the number of subjects with two or more covariates in the same small neighbourhood,
then correctly specifying the within-cluster correlation indeed results in more accurate
estimation of the function at that point. Otherwise, for example, if we assume that
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covariates have positive and continuous joint density, correctly or incorrectly specifying
the within-cluster correlation leads to the same accuracy of estimation asymptotically. As
will be seen, this phenomenon has a theoretical foundation, can be verified empirically
and, more importantly, can be justified intuitively; see Remarks 4 and 5. Furthermore,
whether the covariate in study is of cluster-level, subject-level or partially cluster-level
makes no difference to our estimation method, and the properties of the curve estimator
are the same for all cases; see Proposition 2 and Remark 5. In addition, the rich theory of
local polynomial smoothing for non-clustered data can be carried over straightforwardly;
see for example the calculation of the asymptotic bias and asymptotic variance of the
estimators of the function and its higher-order derivatives in Proposition 1. The above
advantages hold for all nonparametric generalised linear models with arbitrary link
function via a transformation. The key idea is the use of generalised inverses of matrices.

2. THE CURVE ESTIMATION PROCEDURE

Suppose (x;;, y;;), for j=1,...,J, are the J covariate-response pairs of subject i, which
are independent and identically distributed, for i =1,..., n. The covariates x;; are scalar.
In the spirit of generalised linear models, we assume that, forj=1,...,J, E(y;lx;=x) =
gt0(x)} and var(y;;|x;;=x)=¢,;v[g{0(x)}], where g(.) and v(.) are smooth functions, ¢;
is associated with dispersion, and 6(.) is the unknown function to be estimated. The above
conditional variance may in general contain a factor w;;, which, without loss of generality,
is omitted here for simplicity of presentation.

If 0(.) is assumed to belong to a parametric family, the parameters can be estimated
by the method of parametric generalised estimating equations. The key idea is to use
R,=R(%, x;1, ..., X;;) to model the within-cluster correlation matrix R,,, the conditional
correlation matrix of {y;;,j=1,...,J}, given {x;;,j=1,...,J}. For example, one can
model the correlations with the autoregressive model or the exchangeable model that
assumes all the correlations to be the same. In general, the modelling of R;, by R; may
involve an unknown parameter o to be estimated separately from the data. For simplicity
of argument and without loss of generality, we assume throughout the paper that o is
fixed, that the eigenvalues of R; and R;, are uniformly bounded below away from 0, and
that the elements of R; and R;, are continuous functions of the covariates.

In nonparametric regression models, 0(.) is arbitrary except for certain differentiability
properties. Precisely for this reason, the above regression model can be equivalently
formulated as

j°

yij=m(x;) +ol(x;e; (j=1,...,J,i=1,...,n), (1)
where m(.) = g{0(.)}, o(.) = [v{m(.)}]* and the error &;; satisfies
E(£ij|xi1a oo Xy) =0, Var(£ij|xila Ces Xig) = Var(yij|xila cees xiJ)/Gz(xij) = ¢j>
forj=1,...,J. Let ® =diag(¢,,...,d,), X, =diag {c*(x;1), ..., o*(x;;)} and

Vio=var {(yi, ..., yiJ)T|xi1a co Xig )

Then R;, = (DX;) * V,o(Z;®) % Both V,, and R,, may possibly depend on the covariates
of subject i. Unlike in the parametric setting, in the nonparametric setting it might be
estimation of g{f(.)} rather than 6(.) that is of interest because the former represents the
conditional mean of the response given the covariates and the latter is a totally unspecified
function which may lack clear interpretation.
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The Moore—Penrose generalised inverse of a matrix will play a key role. We define
the generalised inverse of any symmetric J x J matrix A to be a symmetric matrix,
denoted still by A~! such that A47'4A=A4 and A 'AA '=A"' To be specific,
suppose that 4 =T diag(l;,...,A;)['", where I' is an orthonormal matrix. Then,
A~'=Tdiag(1/A,, ..., 1/4;)TT, where 1/0 becomes 0.

Throughout the paper, x, is an arbitrary but fixed interior point of the domain of x;;
and K(.) is a symmetric density function with bounded support assumed, without loss of
generality, to be [—1, 1]. Define K,(t)= K(t/h)/h, where h is the bandwidth. Typical
choices of K(.) are, for example, the Epanechnikov kernel K(t) = 0-75(1 — t*)I(|t| < 1) and
the uniform kernel K(t) = 0-5I(|t| < 1). Here and throughout the paper, I(.) is the indicator
function. Let K;, = diag {K,(x;; — Xo), - - . , K,(x;; — x¢)} and

m = (Ki;%q)%Ri(D%Ki;%)71 = Ki%hq)ié(IiRili)il(Di%Ki%ha (2)
where
I;=diag [I{K,(x;; — Xo) >0}, . . ., I{K,(xi; — x0) > 0}]
=diag {I(|x;; — Xo| < h), ..., I(|x;; — Xo| < h)}.
Define
I (X —Xo) ... (X —Xo) Vi1
xi=: L Y=
I (xiy—Xo) ... (Xiyg—X0)/uxp+1) Yig ) Ix1
Minimising 2.7_, {(Y; — X, )" Wi(Y; — X, p)} over f=(fo,...,p,)" € R”*", one obtains
b B
p=1: =<2X?Wixi) <2X?mz>. (3)
« i=1 i=1
By

Set 7, (xo) = k!B, to be the estimator of m®(x,), for k=0,...,p. In particular, iy(x,) is
the estimator of m(x,). Naturally, one defines 0(x,)=g ' {ii(x,)} =g (f,) to be the
estimator of 0(x,). Although it appears to be more natural to use R; ! rather than (I;R;I;)*
in expression (2), it will become clear later that such a replacement will result in less
accurate estimators; see Corollary 2. Proofs are given in the Appendix.

The greatest advantage of the estimator proposed above is its simplicity. Its expression
is in closed form and analogous to the classical weighted least squares type of local
polynomial estimators for non-clustered data. The related theory and computation are
straightforward. The estimators of Lin & Carroll (2000), for instance, are solutions of
estimating equations which do not have closed-form expressions, so that numerical
solution is necessary. Furthermore, such computation has to be repeated at any point x,
of interest if one wishes to estimate 0(x,) or m(x,). The computation is more complex in
Wang (2003) since it relies on the estimate of Lin & Carroll (2000) as an initial estimate
and, moreover, requires another iteration procedure.

The above estimate 7y, (x) does not use either g(.) or v(.). The function g(.) is only used
in deriving the estimate of 6(.). Therefore, the framework of generalised linear models
becomes less essential. This point is most clearly seen from (1), where a(.) plays the role
of a nuisance parameter and should not be modelled unless necessary. On the other hand,
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if v(.) is known, one may choose to modify the definition of W in (2) slightly to incorporate
this information and obtain slightly different estimates. However, such a modification
incurs more computation and it is unclear if the modified version is better.

3. ASYMPTOTIC PROPERTIES

Let X denote the g-algebra generated by (x;;, ..., x;;), fori=1,..., n. Using only the
positivity and continuity of ¢%(.) at x,, one can show via a direct calculation that

var (P17 X) = 0%(x0)4, ' B, A, {1 + 0p(1)}, (4)
where 4,=>"_, X WX, and

B,= ) X{® *Kj(LRL) K5 R Ki(LR L) K5 @ X, (5)
i=1
The asymptotic theory requires some regularity conditions on the local distribution of
the covariates. Let Q, for 1 <k <2’ — 1, be the 27 — 1 distinct subsets of {1, ..., J}, except
for the empty set, and let B(x, h) denote the interval [ x — h, x + h].
Then an important condition is that there exists a d, > 0 such that, for all x € B(x,, d,)
and all k=1,...,2" —1,

pr{x;; € B(x, h) and are equal for all j € Q,, and x; = x;; for any j; ¢ Q, and j € Q}

= J fulx + t)dt

—h
=pr{x,; € B(x, h) for all j e Q, and x;; ¢ B(x, h) for all j ¢ Q, } 4 o(h),

for all 0 < h < 24,, wherjefk(.), for 1 <k <2’ —1, are nonnegative continuous functions on
B(xo, 28,) such that Y.7_ " f(t)> 0 for all t € B(x,, 2,).

Remark 1. This condition is referred to as ‘the existence of partial density’ of the
covariates (x;,...,X;;)" at x,, because, for every k=1,...,27 —1, f,(.) can be viewed
as the partial density of the partial cluster-level covariates {x,;, j € &, }. The condition
ensures that, unless they are of partial cluster-level, two covariates take values in a
small neighbourhood of x, with negligible chance. This condition precisely features the
types of covariate of interest: cluster-level covariates, partial cluster-level covariates and
covariates with existing joint density. Cluster-level covariates, i.e. such that x;; = ... =x;;,
typically appear in, for example, the repeated measurements of responses given the
same covariates. Partial cluster-level covariates are also rather common, for example
when covariates are a random point process observed at different times. Since the paths
of a point process are step functions, consecutive observations may well be identical, that
is prix; ;= x;;+1 >0. Note that the marginal density of x;;, denoted by f7(.), satisfies
)= Z,f:llfk(.)l(l € Q). Consider the special case when the joint density of x;
(1 <j<J)exists. Suppose, for k=1,...,J, that Q. = {k}. Then, in this case, f,(.) is the
marginal density of x,,, for k=1,...,J, and the remaining f,(.) are 0. Consider another
special case of cluster-level covariates such that pr{x;; = ... =x,;} = 1. Suppose that
Q,s_y={1,...,J}. Then, in this case, f,7_;(.) is the common marginal density for every
covariate, and all other f,(.), for k27 —1, are 0.

Let 7(0) = {x;;=x, for all j € Q, and x;; + x, for all j ¢ Q,}, and define

ék = E{lg®7%(lkoR11ko)71®7%10|yk(0)},
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where [, =diag {I(1 € Qy), ..., I(J € Q,)}, which is a J x J nonrandom matrix, and 1, is
a J-vector with all components equal to 1. Define &, as for &, except with the modelled
correlation matrix R, replaced by the true correlation matrix R,,. Define &, as for &,
except with (LoR; L) ! replaced by (I,oR; o) 'Rio(IioRiIio) "' Note that &, = &, =&,
if the modelled correlation matrix equals the true correlation matrix, that is Ry = R,.

Some more notation is needed. Set p;= [ /K (t)dt, v;= [t/ K*(t)dt, ¢, =(lps1s- - fap+1)s
S=(ti+jo<ij<p and S=(v;;;)o<ij<p,- Note that ¢, is a (p+ 1)-vector and that S
and S are (p+ 1) x (p + 1) matrices. Let ¢, =(0,...,0,1,0,...,0)T be a (p + 1)-vector,
where the unique 1 occurs at the kth position, and let ¢, be the (p + 1)-vector of zeros.
Let f%* denote the density function of x;;.

PROPOSITION 1. Suppose that the condition of the existence of partial density holds
and ¢*(.) and m®*V(.) are continuous at x, with 6*(xq)>0. Let k=0, ..., p, and assume
that h — 0 and nh — co. Then the following results hold.

(1) The conditional variance of iy (x,) is

k!? _ a?(x 22:1 Xo)¢ 1
ar Ui |7 = el 5SS ey, Tt T ( ) (6)
nh {21:1 Si(xo)&i} nh
The conditional bias of my(x,) for p—k odd is
k!
Bias {1i,(xo)|7 5 } =ex1S 'c m? D (xo)h? T 4 op(hPT1TE), (7)

P(p+1)!

where the main term on the right-hand side is free of the distribution of the covariates or
the modelled or true correlation matrices. For p — k even, (7) still holds and the first term
on the right-hand side is 0.

(i1) For any given bandwidth and kernel, the asymptotic variance and mean squared error
are minimised when the modelled correlation matrix equals the true correlation matrix, that
is R, = Ry, in which case &, =& =&, for 1 <1<2’ —1.

(ii1) For any given bandwidth, the asymptotic variance is minimised when the modelled
correlation matrix equals the true correlation matrix and the kernel is the uniform kernel.

(iv) For a given kernel K(.) and p — k odd, the asymptotic mean squared error of 1. (xy)
is minimised when the modelled correlation matrix equals the true correlation matrix and
the bandwidth is the optimal local variable bandwidth,

[ (2k + 1)(p + 1)1 [ {K, (1)} *dta(xo) T”Z””)
n(2p +2 = 2K) [m7* D (xo) [ 171 Ko (0032 K321 fi(xo) o ’
where K, , is the equivalent kernel of order (k, p) induced by K. Moreover, for p — k odd, the
asymptotic mean squared error is minimised when the modelled correlation matrix is the true

correlation matrix, the smooth symmetric nonnegative kernel is the Epanechnikov kernel and
the bandwidth is the above optimal bandwidth.

(8)

Remark 2. Result (iv) of Proposition 1 provides the optimal theoretical local variable
bandwidth based on the mean squared error criterion, which varies with the value of x,.
In practice, however, a global variable bandwidth which is constant might be preferred
because of its simplicity. An expression for asymptotic optimal global bandwidth can be
obtained by minimising the conditional weighted mean integrated squared error,

MISE = J ([Bias {1y, (x)|Z X% + var {iy(x)|Z X Hw(x)dx = f MSE{7iy (x)|.Z X iw(x)dx,
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say, where w(.) is a nonnegative weight function. This leads to the global constant optimal
bandwidth expression,

(2k+1)(p+ 1)1 [ {Ky (1)} dt{] o (x)w(x)/ 2 i) Ed) }”‘2””’
n(2p+2—2k){ [ 17 K, (0)dt}? [ {m® D)} 2w(x)dx ‘

Remark 3. The asymptotic properties of é(xo) can be obtained straightforwardly from
Proposition 1. It follows from Taylor expansion that

Dka) — 050) = o o) — o)} — 55 T i) — mCx)3 1+ 0 ).
1000} @) T

By a careful examination of the negligible terms, one can show that

g"10(x0)}

mmr {mo(xo)l%f}J

Bias {0(x)| 7} = | ———— Bias (g (xg) | F ¥} —
N g'10(xo)} oen

x 1 +o0p(1);,
var {0(xo) |7} = [£'{0(x0)}1~2 var {iig(xo) L7 } {1 + 0p(1)},
MSE{0(x0)| 7 } = [&'{0(x0)}] *MsE{f1o(x0) |75 H {1 + 0p(1)}

In the special cases when the joint density of the covariates exists or when the covariates
are of cluster-level, the expression for the asymptotic variance can be simplified as follows.

COROLLARY 1. Suppose that the conditions of Proposition 1 hold.
(1) If, in particular, the joint density of (xy;, . .., X1;)" exists, then the conditional variance
of m(xo) can be simplified as

P} = 1§71 ey ey ) : )
var ol = et STISS e g g, e g )

where fF(.) is the marginal density of x,,. In this particular case, the modelled correlation
matrix, correct or incorrect, does not affect the asymptotic variance of the curve estimation.

(i1) If, in particular, the covariates are of cluster level, that is pr{x;;=... =Xy, =1,
then the conditional variance of 1. (x,) is

RPN o o)y 1
Var{mk(x0)|'/in} h1+2kek+1S SS ek+1f ( )52 W 5 (10)
where f¥(.)=...=f¥(.) is the common density of Xyi,...,xy; and &, and &, are
respectively defined as for &, and &, except with ,(0) replaced by {x{1= ... =Xy, =Xo}.

Remark 4. When the joint density of covariates exists, the modelled correlation matrix
does not appear in the expressions for asymptotic variance and bias and therefore does
not affect the accuracy of curve estimation. This phenomenon is in fact not surprising
at all. A heuristic but intuitive explanation is as follows. In constructing the estimator
1y (xo), only those (x;;, y;;) with |x;; — x| <h are used. The existence of joint density
ensures that the number of subjects with exactly one covariate-response pair used is
2nh ij.:l S#(xo){1 4+ 0p(1)}, while the number of subjects with two or more covariate-
response pairs used is Op(nh?). Apparently, the estimate 1, (x,) is mostly determined by
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subjects with exactly one covariate-response pair used, so that modelling within-cluster
correlation becomes redundant and the local polynomial smoothers for clustered data are
essentially reduced to those for non-clustered data.

Suppose that, in the definition of 8, we replace (I;R;I;)”* by R; !. The resulting estimator
1 (xo) of my(x,) in the case of p=1 is the estimator proposed in Lin & Carroll (2000).
Corollary 2 shows that 7 (x,) is actually less accurate than 7, (x,).

COROLLARY 2. Suppose that the conditions of Proposition 1 hold. If the joint density of
(X115 ..., X1y)" exists, then the conditional biases of W (x,) are the same as (7) and the
conditional variance of mif(x,) is

k! 1 1, Z(XO){Z —1 ST (Xo)r )i /¢ ) < 1 >
Y T TR e

var {ifif (xo)| 77 } =
(11)

where [¥(.) is the marginal denszty of xy, and r, = E(r'|x;; = x,), with " being the Ith diagonal
element of R '. Moreover, iif(x,) has larger asymptotic mean squared error than my(x,)
unless R; is the identity matrix.

The ease of theoretical analysis is reflected in Proposition 1 and Corollary 1 and the
close resemblance of these results to those for non-clustered data. In fact, the asymptotic
biases given in (7) are identical to the classical counterpart, and, when J = 1, the asymptotic
variances in (6), (9) and (10) also reduce to their classical counterpart; see for example
Fan & Gijbels (1996, p. 62). This can also be seen in the following corollary, which
presents asymptotic properties of the widely-used local linear smoothers. As a result of
the theoretical simplicity, critical issues such as optimal bandwidth, optimal choice of
kernel and minimisation of mean squared error are easily solved.

COROLLARY 3 (Local linear smoothers). Suppose that the condition of the existence of
partial density holds and that ¢*(.) and m’(.) are continuous at x, with 6*(x,) > 0. Assume
that h — 0 and nh — co. Then the following results hold.

(1) The conditional variance of ni(xy) is

[ K2(t)dt 0*(xo) ij_llfk( )&k

{n(xo)l 73} = " {1+ o0p(1)}, (12)
e wh oGl
and the conditional bias of ni(x,) is
Bias {ri(x,)| 7} } = ;hzm”(xo) f 2K (t)dt + op(h?). (13)

(i1) Assume that m"(xy) £ 0. The conditional asymptotic mean squared error is minimised
when the modelled correlation matrix is the true correlation matrix, the smooth symmetric
nonnegative kernel is the Epanechnikov kernel, the bandwidth is

_[ 1562(x,) T/S
n{m" (o) 2 ey fxo)orod
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and the minimised asymptotic mean squared error is
3 02 X 4/5
1571 {m"(xO)}Z/S{ 21_1( o) } .
4 nYi-1 filxo)ro

For a given bandwidth, the uniform kernel with the true correlation matrix achieves the
minimum asymptotic variance.

As stated before, the condition of the existence of partial density is broad enough to
cover most interesting cases. In fact, for the purpose of variance minimisation, even this
mild condition can be dropped. This is reflected in Proposition 2.

PROPOSITION 2. Suppose that ¢*(.) is continuous and positive at x,, and assume that
h—0 and nh — co. Then the asymptotic variance of my(x,) is minimised when R;= R,
and K(.) is the uniform kernel, in which case A, =2B,. The minimised asymptotic variance

of B is
Uz(xo){ i X?q)_i(IiRiOIi)_lq)_iXi}_ {1+o0p(1)}.
i=1

In particular, if the joint density of (X1, ...,Xyy)" exists, then the asymptotic variance of
1y (xo) is minimised when K(.) is the uniform kernel and R; is an arbitrary correlation matrix.

Remark 5. Curve estimation is more accurate when the modelled correlation matrix is
equal to the true correlation matrix. For illustration, suppose that g(.) is the identity
function and ¢; = 1, but without assuming within-cluster independence. The conditional
variance of the proposed estimator with R; = R;, and the uniform kernel is

n -1 n n -1
(z X?Wix,.) (z X?Wiviwixi)( 3 X?Wixi>

i=1 i=1 i=1

n -1

iO'Z(XO){ Z XiT(IiRiOIi)_lXi} >
i=1

while the conditional variance of the existing working independence estimator is

approximately

n -1 n n -1
02(X0)< Z XiTIiXi> (2 XiTIiRiOIiXi>< Z XiTIiXi> .
i=1 i=1 i=1

It is clear that the former is smaller than or equal to the latter, with equality only
when either all {R;,} are identity matrices, which implies that there is no within-cluster
correlation, or each I; contains at most one nonzero diagonal element, which implies that
every observation has at most one covariate in the interval [ x, — h, x, + h]. Heuristically,
if the within-cluster correlation is nonzero and there exist observations with more than
one covariate in the interval, then the proposed estimator with correct modelling is better.
Otherwise, the proposed estimator is still as good as the existing one. In other words, if
the within-cluster correlation matrix i1s involved in the estimation, the estimator based
on a correct specification is more accurate than the existing estimator. With correct
specification of within-cluster correlation, the limiting conditional variance of the proposed
estimator is always smaller than or equal to that of the existing estimator.
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4. NUMERICAL EXAMPLES

Simulation studies are carried out to examine the performance of the proposed method,
with data generated from the model

vij=m(x;)+e; (j=1,2,3,i=1,...,n),

where m(x) =2 x exp {sin(10x)} and the errors (&, &, &3) follow the trivariate normal
distribution with mean 0, var (¢;;) = 0-25, var (¢;,) = 0-64, var (¢;3) = 0-49 and corr (¢;;, &) =
0-6, for j+k and j, k=1, 2, 3. The covariates are of partial cluster-level: x;; and x;, are
generated independently from the uniform distribution Un[—2,2] and x;; =x;;. The
errors and covariates are independent.

The number of simulations is 1000 and the sample size n is either 50 or 100. The curve
estimate 7i1y(.) is computed on the grid points x;= —1-8 4 0036j (j=0,...,100), with
several choices of bandwidth h, using four different estimation methods: the proposed
local linear, p =1, method; the working independence method of Lin & Carroll (2000);
the one-step estimation method of Wang (2003); and the estimation method of Wang
(2003) with iterations. The Epanechnikov kernel was used in all methods.

For each of the grid points, the bias and variance were computed based on the 1000
simulation runs. Also, the integrated squared error D; was obtained for the ith simulation,
where D; = jml_'sl,g {m(x) — mp;(x)}?dx (i=1,...,1000) with the integration replaced by
summation over x;= —18+0036j (j=0,...,100). Table 1 summarises the results:
‘Bias’, the average of the absolute values of biases over the 101 grid points; ‘sSD’, the average
of the sample standard deviations over the 101 grid points; and ‘MISE’, the average of
integrated squared errors. Table 1 also reports the relative values of MISE for the three
other estimators to that for the proposed estimator: a ratio greater than 1 indicates that
the new estimator performs better.

The estimates based on the proposed method have the smallest overall bias among the
four methods, for each fixed n and h. Wang’s method outperforms that of Lin & Carroll
in terms of SO and MISE only when h =0-2 for n =50 and when h = 0-1 for n = 100. This
indicates that whether or not Wang’s method is better than Lin & Carroll’s depends

Table 1. Comparison of methods based on 1000 simulations

Lin—Carroll’s Wang’s first-step Wang’s estimator
Proposed estimator estimator estimator after iterations
h Bias SD  MISE, Bias SD  RMISE Bias SD  RMISE Bias SD  RMISE
n=>50

01 0-139 1134 5329 0-159 2979 11-76 0176  2:677 13-10 0-183 2:044 581
0-2 0-529 0411 2036 0-532 0471 1-52 0-593 0438 1-25 0628 0448 133
0-3 0951 0405 4844 0969 0424 1-04 1-043  0-413 1-18 1-065 0435 124
0-4 1-283 0439 8-261 1-308  0-455 1-04 1:347  0-440 1-09 1-353 0461 111
n=100
01 0-163 0-280 0-436 0-165 0442 11-70 0-189 0335 345 0209 0-339 423
0-2 0-554 0-223 1702 0-563 0-233 1-04 0-640 0-218 1-27 0-668 0-235 138
0-3 0971 0261 4-657 0993 0272 1-05 1-075 0-266 121 1-090 0279 125
0-4 1-298 0-298  8:060 1-328  0-307 1-05 1:366  0-299 110 1369 0-314 111

Estimators: Lin—Carroll, Lin & Carroll (2000); Wang’s first step and Wang’s estimator after iterations, Wang
(2003). Bias, average of absolute values of biases at 101 grid points; sSD, average of standard deviations at 101
grid points; MISE,, average of integrated squared errors D; (i=1, ..., 1000) for proposed method; RMISE, MISE
as a multiple of MISE;.
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critically on the sample size and the choice of bandwidth. On the other hand, all MISE
ratios are greater than 1, indicating that the proposed method outperforms the other three
methods. It also shows that the improvement achieved by the proposed estimator can be
quite substantial for smaller bandwidths.

We apply the proposed method to a real example. Raz (1989) presented luteinising
hormone levels, in ng/ml, in 16 suckled and 16 non-suckled cows at times 1, 2, 3, 4, 5, 5-5,
6, 65,7, 75,8, 85,9, 9-5 and 10 days after their postpartum. Figure 1 shows the profile
plot of the raw data. It is of interest to compare the two groups of cows, and visual
comparison from Fig. 1 is not easy.

Luteinising hormone levels (ng/ml)
(98]
!

Fig. 1. The profile plot of cow luteinising hormone data; 16 solid
lines for nonsuckled cows, 16 dotted lines for suckled cows.

We therefore consider local linear, p=1, and local cubic, p =3, fits separately for
each group. Our estimates use two different working within-cluster correlation matrices,
the identity matrix I and the estimated correlation matrix R,, where R, was based on the
residuals from the fit with identity working within-cluster correlation matrix under the
assumption that the two groups have identical correlation structures. The global optimal
bandwidth in Remark 2 was estimated by mimicking the rule-of-thumb global bandwidth
selector in Fan & Gijbels (1996, p. 110) with a constant weight function w(.)= 1. With
initial global bandwidths ranging from 1 to 6, the approach yielded estimates of the
optimal global bandwidth with a range of 1-99 to 469 and mean 3-01. Consequently,
bandwidth h =3 was used in our computation. We found that the rule-of-thumb global
bandwidth selection is easy to apply and reliable. Other competitive approaches, such
as crossvalidation and the empirical-bias bandwidth selector (Ruppert, 1997), can also
be applied. The two curves were estimated on the grid points 0-5+ 0-25(j— 1), for
j=1,...,41, with the Epanechnikov kernel. The results are contained in Fig. 2(a) for the
local linear fit and Fig. 2(b) for the local cubic fit, respectively. It is evident from Figs 1
and 2 that nonsuckled cows typically have higher luteinising hormone levels than suckled
cows. It is also clear that different working within-cluster correlation matrices lead to
different curve estimates.
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(a)

154
1-0

051 ==

Hormone level (ng/ml)

(b)

Hormone level (ng/ml)

Days

Fig. 2. The estimated curves of cow luteinising hormone levels
with +2 pointwise standard errors (a) for p=1 and (b) for
p = 3: for nonsuckled cows using estimated correlation matrix,
solid; for nonsuckled cows using identity correlation matrix,
dotted; for suckled cows using estimated correlation matrix, long-
dashed; for suckled cows using identity correlation matrix,
short-dashed. The thicker curves are the estimated curves.
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APPENDIX
Proofs
Proof of Proposition 1. (i) Set H =diag(1, h,...,h") and c¢;;, = (x;; — Xo)* {K,(x;j — x0)/¢;} /2
fori=1,...,n,j=1,...,Jand s=0,...,p. Forevery fixed v=1,...,2/ —1, let

S,y (h) = {x;€ B(xy, h) for all je Q,, and x,; ¢ B(x,, h) for all j ¢ Q,}.
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Recall that 7,(0) = {x;; = xo forall j € Q,, and x,; # x, for all j ¢ Q, }. The condition of the existence
of partial density ensures that pr {x,; are all equal for all j € Q,|%,(h)} =1+ o(1) with their con-
ditional marginal densities being proportional to f,(.){1+ o(1)} on B(xq, h) as h — 0. Let @, 41
denote the (m + 1, [ + 1)th element of A, for 0 <m and [ <p. Let j, € Q,. Then, for 0 <m and [ < p,

Ciul
E(ay11,41) Z llm"'cilm)(IiRiIi)71
Cin
Ci11
27—1 )
=n z E<(Ciim--- ClJm)(IlR111)71 : S(h) p prid(h)}
v=1
Cini
27-1
=n z E[(xu‘, - xo)mHKh(xu‘, - XO)I{%(h)}]
v=1

x E{1g@~(I,gRyL,0) '@~ 1210|%,(0)}{1 + o(1)}

271 1 X—X
—n z x—xo'"“fv(x)h < ; °>dx
x E{15® " "?(I,oR L)' @~ "?1,|%,(0)} {1 + o(1)}

27—1

=n ) h’"”Jt’””K(t)fv(xo—th)dt
v=1

x E{1o® ™ "2(I,gR L,0) '@~ 21o|7,(0)}{1 + o(1)}

27 -1
= nhm+l.um+l Z fv(xo)fv{l + 0(1)}
v=1

Similarly, we can show that {var(da,,+1)}"*=o(mh™*"). Then

27—1
pi10+1=E(pi141) + OP[{Var(am+l,l+1)}1/2] = ”hmHﬂmH Z Si(x0)E {1 +0p(1)}.

v=1

Therefore,

- n{zzlfv(xo)év}HSH{l + op(1)}.

By a similar calculation, it follows that
271 B _
B, = nh_l{ > fv(xo)fv}HSH{l +o0p(1)}.
v=1
Therefore, it follows from (4) that
var {1 (xo) |7} = k1?67 (xo)er+ 1 Ay ' B, A, te i {1+ 0p(1)}
K2 o2(xo) L2y ' filxo), < 1 >
+o0 .

=——¢l,,STISS e -
i T fo)ay? nh!* 2

Thus, (6) holds.
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Similarly to the asymptotic expansion of A4,, one can show that

(xi — Xo)p+ !
27 -1

=nh""t Y {fi(x0)&, HHe, {1 + op(1)}.
v=1

M=

>
-

=

Il
—_

(xiy — xo)pJr1

By Taylor expansion, the conditional bias of J is

1 m(x;;)
E(Blff)—ﬁ=<iXiTWiX,~> sxiwd| o |=xup

i=1
m(x;y)

=A,,_1'Z XIW, {Bp+1+op(1)}

(Xiy — x0)" " !

- H > fv(xo)zv} HSH] Heyh"™t S 4L (50)&.3 By 1+ 0n(1)

=H 'S 'c hp+1{ﬁp+l +op(1)}.

Recall that B, = m®(x,)/I! for [ > 0. Then (7) follows.

If p— k is even, it is well known that e;,, S~ 'c,=0; see Fan & Gijbels (1996, p. 102). Thus, the
leading term in (7) is 0.

(i1) To show that, for any bandwidth and any kernel K, the asymptotic variance is minimised
when the modelled correlation matrix equals the true correlation matrix, it suffices to show that

¥ Il 1(x0) &/ 2 Il 1(x0)&; )% is minimised when R; = R,,. Recall that 1, is the J-vector with all
components equal to 1. Let

b= (@2 Lo Ryo Lo ®'?)' 2 (@2 Lo Ry [, @) "M, (1<1<2" 1),

Then
S filxo) Z70 o) E(BT bi|.71(0))
{ZZ Il l(xo)él}z [22 Il I(XO)E{13((1)1/21101(10[[0(1)1/2)*1/2bl|%(0)}]2
1

= —5 _
Y fi(o) E{LS (@2 Lo Ry Lo @Y%) ™1 1, 7(0)}
27 -1 1
{ Z fl xo élo} s

where the inequality follows from the Cauchy—Schwartz inequality, and equality holds if and only
if b; = (®? 1,y R, L,0®'?)1,. By the definition of b;, R, = R, implies that b, = (P I,y R, L,o®'*)1,.
This proves that, for given bandwidth and kernel, the asymptotic variance is minimised when the
modelled correlation matrix equals the true correlation matrix.

(iii)—(iv) It is a classical result that the minimum variance kernel minimising ej ;S 'SS ‘e, .,
is the uniform kernel 0-5I(]t] < 1); see for example Fan & Gijbels (1996, p. 75). Thus the proof
of (i1) implies that, for any given bandwidth, the asymptotic variance is minimised with the true
correlation matrix and the uniform kernel. In a similar fashion, the last two statements also follow
from the proof of (ii) and the analogous results established for local polynomial regression for
non-clustered data; see Fan & Gijbels (1996, Ch. 3). O
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Proof of Corollary 1. (i) Without loss of generality, suppose that Q, = {l} for I=1,...,J. When
the joint density of (x5, ..., x;;)" exists, it is seen that f;(x,) = f¥(x,), the marginal density of x;,
for 1 <I1<J, and that fy(x,)=0 for [>J. Moreover, &, =& =¢; ' for I=1,...,J. Therefore, (9)
follows from (6). Since the leading term in (9) is free of the modelled correlation matrix or the true
correlation matrix, the asymptotic variance remains the same whether the modelled correlation
matrix is correct or not.

(i) Without loss of generality, suppose that Q,s ;= {1,...,J}. Then pri{x;;=... =xy,} =1
implies that f;(x,) =0 for all 1 <I1<2’—2, and that f,y_;(x¢) = f¥(xo) = ... = f¥(x,). Therefore,
T2 fixo)é = fE(x0)E, and X227 fi(x0)E = f#(x0)Ey- Then (10) follows from (6). O

Proof of Corollary 2. If we replace (I;R;I;)~* by R; !, the conditional asymptotic biases and
variance (11) can be derived by the same steps as in the proof of Proposition 1 (i). Thus, we omit
the details.

Since ny(x,) and 71 (x,) have the same asymptotic biases, we only need to compare
var {1 (xo)|Z X} with var{ii(x,)|ZX}. By the Cauchy—Schwartz inequality, we have

Sl fEo)i /e 1
{le=lf?‘(x0)rl/¢,}2 {=1f;k(x0)/¢l’
in which equality holds if and only if ;=1 and [=1, ..., J. This implies that

var {ifif (xo) |75 } = var {iit(xo) |77 }
with equality holding if and only if R; is the identity matrix. Thus, the last claim holds. O

Proof of Corollary 3. Equations (12) and (13) in part (i) are special cases of (6) and (7) in
Proposition 1 with k =0 and p =1, and (ii) is a special case of (iv) of Proposition 1. The calculations
are straightforward and we omit the details. O

Proof of Proposition 2. Let Z; and D; be any two J x (p + 1) matrices. Observe that

n n n 71 n
5 zrzi—( 5 zm)( 5 D?Di) (z D?zi)
i=1 i=1 i=1 i=1

=Sl (Eom) (£oa)) {emnd om) (£ 02)} )

which is therefore always nonnegative definite. Moreover, this matrix is the zero matrix if and only
if Z;=D;C, where C is any (p+ 1) x (p + 1) matrix. Set

Di:(IiRiOIi)_l/zq)_l/ZXia Zi:(IiRiOIi)l/zKilI{Z(IiRiIi)_1Kili{Z(D_I/ZXP
It is easily checked that
Z ZiTZians Z DiTZi= Z ZiTDi=An> Z DiTDi= Z XiT(Dil/z(IiRioIi)il(Di1/2Xi'
i=1 i=1 i=1 i=1 i=1

Therefore, B, — A, (X}, D D;)" ' A, is always nonnegative definite, implying that

n -1
AR AT ( 5 D?DL)
i=1

is always nonnegative definite. Furthermore, 4, 'B,A4, ' =(X!_, DI D;)" ! if and only if Z,=D,C
for any (p+ 1) x(p+1) matrix C. Note that K, =1;/2 if K(.) is the uniform kernel. Then
Z;=D,;/2 if K(.) is the uniform kernel and R; = R,y, in which case

n -1
A;anA,fl = { Z XiTCDI/Z(IiRiOIi)I(Dl/ZXi} .

i=1
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Now assume that the joint density of (x;4, ..., x;,)" exists. Let
A" ={1<i<n:I; contains exactly one nonzero element}.
It is straightforward to show that
B,= Y ZIZA1+op(1)}, A,= ¥ DIZ{1+0p(1)} = Y ZIDi{1+op(1)}.

ieN ieN ieN
Evidently, Z; = D;/2 for all i € A", if K is the uniform kernel. Then the claimed minimisation follows
from an argument analogous to the above. The proof is complete. O

REFERENCES

Fan, J. (1993). Local linear regression smoothers and their minimax efficiencies. Ann. Statist. 21, 196-216.

FaN, J. & GuBeLs, 1. (1992). Variable bandwidth and local linear regression smoothers. Ann. Statist. 20,
2008-36.

FaN, J. & GUBELSs, 1. (1995). Data-driven bandwidth selection in local polynomial fitting: variable bandwidth
and spatial adaptation. J. R. Statist. Soc. B 57, 371-94.

Fan, J. & GuBELS, 1. (1996). Local Polynomial Modelling and its Applications. London: Chapman & Hall.

FaN, J., HEckMaN, N. E. & WanD, M. P. (1995). Local polynomial kernel regression for generalized linear
models and quasi-likelihood functions. J. Am. Statist. Assoc. 90, 141-50.

Liang, K. Y. & ZEGER, S. L. (1986). Longitudinal data analysis using generalized linear models. Biometrika
73, 13-22.

Liv, X. & CARrOLL, R. J. (2000). Nonparametric function estimation for clustered data when the predictor
is measured without/with error. J. Am. Statist. Assoc. 95, 520-34.

Raz, J. (1989). Analysis of repeated measurements using nonparametric smoothers and randomization tests.
Biometrics 45, 851-71.

RucksTtuHL, A. F., WELSH, A. H. & CaRrroLL, R. J. (2000). Nonparametric function estimation of the
relationship between two repeatedly measured variables. Statist. Sinica 10, 51-71.

RupperT, D. (1997). Empirical-bias bandwidths for local polynomial nonparametric regression and density
estimation. J. Am. Statist. Assoc. 92, 1049-62.

RUPPERT, D. & WaND, M. P. (1994). Multivariate weighted least squares regression. Ann. Statist. 22, 1346—70.

SEVERINI, T. A. & StaniswaLls, J. G. (1994). Quasi-likelihood estimation in semiparametric models. J. Am.
Statist. Assoc. 89, 501-11.

VERBYLA, A. P., CuLLIs, B. R., KENWARD, M. G. & WELHAM, S. J. (1999). The analysis of designed experiments
and longitudinal data using smoothing splines (with Discussion). Appl. Statist. 48, 269-311.

WANG, N. (2003). Marginal nonparametric kernel regression accounting for within-subject correlation.
Biometrika 90, 43-52.

WiLp, C. J. & Yeg, T. W. (1996). Additive extensions to generalized estimating equations methods. J. R.
Statist. Soc. B 58, 711-25.

ZEGER, S. L. & DIGGLE, P. J. (1994). Semiparametric models for longitudinal data with application to CD4
cell numbers in HIV seroconverters. Biometrics 50, 689—-99.

[Received July 2003. Revised April 2004 ]

ST0Z /2 Yole N Lo saLrelq 1T AisieAlun eigquiniod e /B10'seulnolpioxoewiolg)//:dny woly pspeojumod


http://biomet.oxfordjournals.org/

