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Abstract: In a host of business applications, biomedical and epidemiological studies, the problem
of multicollinearity among predictor variables is a frequent issue in longitudinal data analysis for
linear mixed models (LMM). We consider an efficient estimation strategy for high-dimensional data
application, where the dimensions of the parameters are larger than the number of observations.
In this paper, we are interested in estimating the fixed effects parameters of the LMM when it is
assumed that some prior information is available in the form of linear restrictions on the parameters.
We propose the pretest and shrinkage estimation strategies using the ridge full model as the base
estimator. We establish the asymptotic distributional bias and risks of the suggested estimators and
investigate their relative performance with respect to the ridge full model estimator. Furthermore,
we compare the numerical performance of the LASSO-type estimators with the pretest and shrinkage
ridge estimators. The methodology is investigated using simulation studies and then demonstrated
on an application exploring how effective brain connectivity in the default mode network (DMN)
may be related to genetics within the context of Alzheimer’s disease.

Keywords: linear mixed model; ridge estimation; pretest and shrinkage estimation; multicollinearity;
asymptotic bias and risk; LASSO estimation; high-dimensional data

1. Introduction

In many fields such as bio-informatics, physical biology, and epidemiology, the re-
sponse of interest is represented by repeated measures of some variables of interest that
are collected over a specified time period for different independent subjects or individuals.
These types of data are commonly encountered in medical research where the responses are
subject to various time-dependent and time-constant effects such as pre- and post-treatment
types, gender effect, and baseline measures, among others. A widely-used statistical tool in
the analysis and modeling of longitudinal and repeated measures data is the linear mixed
effects model (LMM) [1,2]. This model provides an effective and flexible way to describe
the means and the covariance structures of a response variable after accounting for within
subject correlation.

The rapid growth in the size and scope of longitudinal data has created a need for
innovative statistical strategies in longitudinal data analysis. Classical methods are based
on the assumption that the number of predictors is less than the number of observations.
However, there is an increasing demand for efficient prediction strategies for analysis of
high-dimensional data, where the number of observed data elements (sample size) are
smaller than the number of predictors in a linear model context. Existing techniques that
deal with high-dimensional data mostly rely on various penalized estimators. Due to the
trade-off between model complexity and model prediction, the statistical inference of model
selection becomes an extremely important and challenging problem in high-dimensional
data analysis.
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Over the years, many penalized regularization approaches have been developed to
do variable selection and estimation simultaneously. Among them, the least absolute
shrinkage and selection operator (LASSO) is commonly used [3]. It is a useful estimation
technique in part due to its convexity and computational efficiency. The LASSO approach
is based on an /; penalty for regularization of regression parameters. Ref. [4] provides a
comprehensive summary of the consistency properties of the LASSO approach. Related
penalized likelihood methods have been extensively studied in the literature, see for
example [5-10]. The penalized likelihood methods have a close connection to Bayesian
procedures. Thus, the LASSO estimate corresponds to a Bayes method that puts a Laplacian
(double-exponential) prior on the regression coefficients [11,12].

In this paper, our interest lies in estimating the fixed effect parameters of the LMM
using a ridge estimation technique when it is assumed that some prior information is
available in the form of potential linear restrictions on the parameters. One possible
source of prior information is using a Bayesian approach. An alternative source of prior
information may be obtained from previous studies or expert knowledge that search for or
assume sparsity patterns.

We consider the problem of fixed effect parameter estimation for LMMs when there
exist many predictors relative to the sample size. These predictors may be classified into
two groups: sparse and non-sparse. Thus, there are two choices to be considered: a full
model with all predictors, and a sub-model that contains only non-sparse predictors. When
the sub-model based on available subspace information is true (i.e., the assumed restriction
holds), it then provides more efficient statistical inferences than those based on a full model.
In contrast, if the sub-model is not true, the estimates could become biased and inefficient.
The consequences of incorporating subspace information therefore depend on the quality or
reliability of the information being incorporated into the estimation procedure. One way to
deal with uncertain subspace information is to use a pretest estimation strategy. The validity
of the information is tested before incorporation into a final estimator. Another approach is
shrinkage estimation, which shrinks the full model estimator to the sub-model estimator
by utilizing subspace information. Besides these estimation strategies, there is a growing
literature on simultaneous model selection and estimation. These approaches are known
as penalty strategies. By shrinking some regression coefficients toward zero, the penalty
methods simultaneously select a sub-model and estimate its regression parameters. Several
authors have investigated the pretest, shrinkage, and penalty estimation strategies in partial
linear model, Poisson regression model, and Weibull censored regression model [13-15].

To formulate the problem, we suppose that the vector of the fixed effects parameter
in the LMM can be partitioned into two sub-vectors B = (B}, B5)’, where B, is the coefficient
vector of non-sparse predictors and B, is the coefficient vector of sparse predictors. Our
interest lies in the estimation of §; when B, is close to zero. To deal with this problem in
the context of low dimensional data, ref. [16] propose an improved estimation strategy
using sub-model selection and post-estimation for the LMM. Within this framework, linear
shrinkage and shrinkage pretest estimation strategies are developed, which combine full
model and sub-model estimators in an effective way as a trade-off between bias and
variance. Ref. [17] extend this study by using a likelihood ratio test to develop James-Stein
shrinkage and pretest estimation methods based on LMM for longitudinal data. In addition,
the non-penalty estimators are compared with several penalty estimators (LASSO, adaptive
LASSO and Elastic Net) for best performance.

In most real data situations, there is also the problem of multicollinearity among
predictor variables for high-dimensional data. Various biased estimation techniques such
as shrinkage estimation, partial least squares estimation [18] and Liu estimators [19] have
been implemented to deal with this problem, but the widely used technique is ridge
estimation [20]. The ridge estimator overcomes the weakness of the least squares estimator
with a smaller mean squared error. To overcome and combat multicollinearity, ref. [21]
propose pretest and Stein-type ridge regression estimators for linear and partially linear



Entropy 2021, 23, 1348

3o0f24

models. Furthermore, ref. [22] also develop shrinkage estimation based on Liu regression
to overcome multicollinearity in linear models.

Our primary focus is on the estimation and prediction problem for linear mixed effect
models when there are many potential predictors that have a weak or no influence on the
response of interest. This method simultaneously controls overfitting using general least
square estimation with a roughness penalty. We propose pretest and shrinkage estimation
strategies using the ridge estimation technique as a base estimator and numerically com-
pare their performance with the LASSO and adaptive LASSO estimators. Our proposed
estimation strategy is applied to both high-dimensional and low-dimensional data.

The rest of this article is organized as follows. In Section 2, we present the linear mixed
effect model and the proposed estimation techniques. We introduce the full and sub-model
estimators based on ridge estimation. Thereafter, we construct the pretest and shrinkage
ridge estimators. Section 3 provides the asymptotic bias and risk of these estimators.
A Monte Carlo simulation is used to evaluate the performance of the estimators including
a comparison with the lasso-type estimators, and the results are reported in Section 4.
Section 5 presents a demonstration of the proposed methodology on a high-dimensional
resting-state effective brain connectivity and genetic data. We also illustrate the proposed
estimation methods in an application to a low-dimensional Amsterdam growth and health
study. Section 6 presents a discussion with recommendations.

2. Model and Estimation Strategies

In this section, we present the linear mixed effect model and the proposed estima-
tion strategies.

2.1. Linear Mixed Model

Suppose that we have a sample of N subjects. For the i*" subject, we collect the
response variable y;; for the jth time, wherei = 1...,n;j = 1...,n;and N = Y ni
Let Y; = (yi1,...Yin,)" denotes the n; x 1 vector of responses from the ith subject. Let
Xi = (Xj1,- .., Xin,) and Z; = (zj1, ..., 2jn,)" be n;x p and n;xq known fixed-effects and
random-effect design matrix for the ith subject of full rank p and g, respectively. The linear
mixed effect model [1] for a vector of repeated responses ¥; on the ith subject is assumed to
have the form

Y; =X;+Z;a; + €, (1)

where B = (B1,...,Bp)" is the p x 1 vector of unknown fixed-effect parameters or regres-
sion coefficients, a; is the q x 1 vector of unobservable random effects for the ith subject,
assumed to come from a multivariate normal distribution with zero mean and a covariance
matrix G, where G is an unknown g X g covariance matrix and e; denotes 7;x1 vector of
error terms assumed to be normally distributed with zero mean, covariance matrix O'ZIn]..
Further, €; are assumed to be independent of the random effects a;.

The marginal distribution for the response y; is normal with mean X; 8 and covariance
matrix Cov(Y;) = Z;02Z] + 0I,,. By stacking the vectors, the mixed model can be can be
expressed as Y = XB + Za + €. From the Equation (1), the distribution of the model follows

n
Y ~ N, (XB, V), where E(Y) = XB with covariance, V = Y. Z;0?Z] + ¢°1,.
i=1

2.2. Ridge Full Model and Sub-Model Estimator

The generalized least square estimator (GLS) is defined as A = (xTv-1x)-IxTv-ly
and the ridge full model estimator can be obtained by introducing a penalized regression

so that B = arg ming {(Y —XB)TV-1(Y - XB) + k,BTﬁ} and

ﬁRidge = (XTVv=IX 4+ k1) IXTV~1Y, where ﬁRjdge is the ridge full model estimator
and k € [0, ) is the tuning parameter. If k = 0, [gRldge is the GLS estimator and ,BRldge =0

for k is sufficiently large. We select the value of k using cross validation.
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We let X = (X1,X3), where Xj is an n X p; sub-matrix containing the non-sparse
predictors and X is an n X pp sub-matrix that contains the sparse predictors. Accordingly,
B = (B, B,) where B, and B, have dimensions p; and p,, respectively, with p; + p» = p,
pi > 0fori=1,2.

A sub-model is defined as Y = X + Za + € subject to BT < ¢ and B, = 0 which

corresponds to Y = X181 + Za + € subject to B1 B1 < ¢. The sub-model estimator ﬁlfSM

of B, has the form B?SM = (XFv=1x; 4+ k1) !XT v—1Y. We denote ,BA?FM as the full model

ridge estimator of B, and given as

B = (XTV=1/2My V=1/2X; + K1)~ IXTV-1/2My V=1/2Y, where My, = 1— P =

I- V206V 1X) IXJ V172,

2.3. Pretest Ridge Estimation Strategy

Generally, the sub-model estimator will be more efficient than the full model estimator
if the information embodied in the imposed linear restrictions is valid, thus S, is close to
zero. However, if the information is not valid the sub-model estimator is likely to be more
biased and may have a higher risk than the full model estimator. There is, therefore, some
doubt as to whether or not to impose the restrictions on the model’s parameter. It is in
response to this uncertainty that a statistical test may be used to determine the validity of
the proposed restrictions. Accordingly, the procedure to follow in practice is pretest the
validity of the restrictions and if the outcome of the pretest suggests that they are correct
then the model parameters are estimated incorporating the restrictions. If the pretest rejects
the restrictions then the parameters are estimated from the sample information alone. This
motivates the consideration of the pretest estimation strategy for the LMM.

. . - . ~RFM
The pretest estimator is a combination of the full model estimator ; ', and sub-model
. ~RSM o . . .
estimator B, , through an indicator function I(L, < d, 4), where L, is an appropriate test

statistic to test Hy : B, = 0 versus Hy : B, # 0. Moreover, d; 4 is an « level critical value

based on distribution of L, under H,. We define test statistics based on the log-likelihood
ratio test as L, = 2{¢* (BRFM |Y) —¢* (ﬁRSM 1Y)}
Under Hy, the test statistic L, follows asymptotic chi-square distribution with p;

degrees of freedom. The pretest test ridge estimator BI;PT of B, is then defined by

ARPT  ARFM ~RFM  ARSM
B =B - (/51 - B MLy <dpa), p2>1.

2.4. Shrinkage Ridge Estimation Strategy

The pre-test estimator is a discontinuous function of the sub-model B?SM and full
model B?FM, which depends on the hard threshold (d,, . = X%M)- We address this limita-
tion by defining the shrinkage ridge estimator based on soft thresholding. The shrinkage
ridge estimator (RSE) of B, denoted as ﬁ;{SE, is defined as

ARSE  ARSM ARFM  ARSM _
B =B + By —B )= (p2—2)L,Y), p2>3.

ARSE . - ARFM ARSM .
Here, B, is the linear combination of the full model §; ~ and sub-model 3, estimates.

IfL, < (p2 —2), then a relatively large weight is placed on BIFSM otherwise, more weight

. »REM ... sRSE . . N ~RFM ~RSM
ison B; . Asetback with B, is that it is not a convex combination of ;  and B, .

This can cause over-shrinkage, which gives the estimator opposite sign of ﬁlfFM This
could happen if (p, — 2)L,; ! is larger than one. To counter this, we use the positive-part
shrinkage ridge estimator (RPS) defined as

ARPS ~ ARSM  , ARFM  ARSM N
B =B + B —B )= (p2—2)L, ) p2 >3
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where (1 — (p2 —2)L, )" = max(0,1 — (p2 — 2)L,,}). The RPS estimator will control
possible over-shrinking in the RSE estimator.

3. Asymptotic Results

In this section, we derive the asymptotic distributional bias and risk of the estimators
considered in Section 2. We examine the properties of the estimators for increasing n and
as B, approaches the null vector under the sequence of local alternatives defined as

K

Ky By = Bony = NCk 2)

where x = (x1,%2...,%p,)" € RP2 is a fixed vector. The vector % is a measure of how far

local alternatives K;, differ from the subspace information 8, = 0. In order to evaluate the
performance of the estimators, we define the asymptotic distributional bias of the estimator

Ak
P as
A% . Ak
ADB(B,) = Y}%E{\/ﬁ(ﬂl —- B}
In order to compute the risk functions, we first compute the asymptotic covariance of the
estimators. The asymptotic covariance of an estimator ﬁ; is expressed as

Cov(B;) = Jim E{n(B; - B)(By — B)"}.

Following the asymptotic covariance matrix, we define the asymptotic risk of an estimator
,3; asR(BY) = tr (QCOV( ﬁ; )) . Q is a positive definite matrix of weights with dimensions
of p x p. We set Q = I in this study.

Assumption 1. We make the following two regularity conditions to establish the asymptotic
properties of the estimators.

1. + max; ., x] [XTV'X] “x; = 0.as n— oo, where x! is the ith row of X.

_ B B
2.B, =n1[XTv-1x ! — B, for some finite B = ( B 12).
! [ ] f f By1 By

Theorem 1. Fork < oo, Ifk/+\/n — A, and B is non-singular, the distribution of the full model

. . ~RFM .
ridge estimator, B, is

~RFM D _ _
VB, " —B) = N(=AB~'B,B7),
where 2 denotes convergence in distribution.
Proof. See Theorem 2 in [23]. O

Proposition 1. Assuming the above assumption 1 together with Theorem 1 hold, under the local

alternatives K,;, we have
¢1\ D —H112 Bfll.z N
(o) 2 () (%

@3\ D ) ® 0
(qu) %Nl(—v)’ (0 BJ)]’
where g1 = va(By  — Bu) 92 = VB — By, g3 = VaBL = B,y = pyga + 4,

§ = Bj)'Biok, @ = By 'B12By,  BaiBy;' , By = By — ByiByy'Biy, pr = —A,B !B = <Z1>
2

7

~REM
P

and 15 = py — BlZBEzl((Igz —K) = phy).
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Proof. See Appendix A O

Theorem 2. Under the condition of Theorem 1 and the local alternatives K,,, the ADBs of the
proposed estimators are

sRFM

ADB(By ) = —p12/

ADB(ﬁlleM) = —p12— By Bd = v,

ADB(ﬁlpr) = P2~ 5sz+2(X§2,a;A)/

ADB(ﬁIESE) = —#na— (P2 - 2)‘5E(X,;22+2(A))/

ADB(By ") = ~pyya — 0Hyp 2 (13, 28)} — (p2 = 2)0E{x, 25 (M), 2, > p2—2)},

where A = KTBZ*;JK, By = By — BmBﬁlBu, and Hy(x; A) is the cumulative distribution
function of the non-central chi-squared distribution with non-centrality parameter A and v degrees

of freedom, and E(x, % (M) is the expected value of the inverse of a non-central x* distribution
with v degrees of freedom and non-centrality parameter A,

E(r”(8) = [ 3 YdH, (x,8).

Proof. See AppendixB.1 [

Since the ADBs of the estimators are in non-scalar form, we define the following
asymptotic quadratic bias (AQDB) of ﬁ; by

/
AQDB(B;) = (ADB(A;) ) Buua (ADB(A}) ),
where Bll.Z = B11 - B12B2_21B21.

Corollary 1. Suppose Theorem 2 holds. Then, under {K, }, the AQDBs of the estimators are

ARFM
AQDB(B; ) = mi1,B112#112,
sRSM T
AQDB(B," ) = 7' Bi127,
~RPT
AQDB(B; ) = ]y B11api o + #112B11.20H, 12 (x5, A)

+ 5T311.2P‘11.2Hp2+2()(,292) A) + 5T311A25H%2+2(X%2; A),

ARSE

AQDB(B; ) = F1T1.2311.2P‘11.2 + (p2 — 2)1‘{1.2311.2‘”5(?(;22+2(A))

2
+ (p2 — 2)5T311.2ﬂ11.2E(X;22+2(A)) + (p2 — 2)25TB11.25(E (Xp22+z(A))> ,

~RPS

AQDB(B; ") = pi1,B112#11, + (6 Briopyy o + p1 ,B1126) [Hp,12(p2 —2;0)

+ (P2 = 2)E{x, 22 (8)1(x,) 2 (8) > p2 = 2)}] + 6" Bui2d [sz+2(}92 ~2;A)
2
+ (2= DE(22(0006,2(8) > p2 - D)} |

When B1;1; = 0, the AQDB of all estimators are equivalent, and the estimators are
therefore asymptotically unbiased. If we assume that B11 5 # 0, the results for the bias of
the estimators can be summarized as follows:

1. The AQDB of ,@?SM is an unbounded function of 4 By157.
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2. The AQDB of ﬁlfPT starts from pl; ,By1opy;, at A = 0, and when A increases, it

increases to the maxim}{%;g and t}ﬁ%rg decreases to zero, RSE RPS
The characteristics of f; and ; ~ are similar to §; . The AQDBof ;" and 5,
similarly start from P‘1T1‘2B'11.2P‘11.2 at A = 0, and increase to a point, and then decrease
towards zero, since E { X;22+2 (A)} is a non-increasing on of A.

Theorem 3. Suppose Theorem 1 holds and under the local alternatives Ky, the covariance matrices
of the estimators are

Coo( AIfFM)

-1 T

= Byy, T miiot2

CO?J( "RSM) — Bfl + 'Y'YT/

Coo(BY"") = By, + my1ating + 2011, 2§HP2+2(Xp21 ) — ¢Hp2+z()(f,2;A)
+607 [ZHPZJFZ(XPz’ ) 7HP2+4(Xp2r )]1

Cov(BY°F) = By, + Hypatire + 2(p2 — 2)ni1 2 0F (X;22+2(A))
— (p2=2)@{2E(1x;25(8)) — (p2 = 2)E(x;,45(8)) }
+ (p2 = 2)88™{ = 2E(x;2,4(8)) + 2E(x;,25(8)) + (P2 = 2)E(x,.4(8)) |,
Coo(By") = Coo(B,™") +20p], . ({1 — (P2 = 2)2,22(8) }(242(8) < p2 - 2))
(1= (2= 206220} 1(2(8) < 2 -2) )
E({1- (12— 202 (A H(C,14(8) < p2—2))
+266"E ({ = 2,22(0) (0 2(8) < p2-2) )
~ (p2 2% (xp2+z< M1, 20(8) < p2-2)
~ (12 = 2P007E (10 (1 (18, 20(0) < p2-2)

+ ®H,, 12 (p2 — 2A) + 06 Hy, 14 (p2 — 2;A).

—2<I>E<

—288TE

Proof. See Appendix B.2. [
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Corollary 2. Under the local alternatives (Ky,) and from Theorem 3, the risk of the estimators are
obtained as

ARFM 1
= tr( QBy;, 2) + p#112QH110/

(
B = tr(@B!) +97Qy,
= tr(Q 1 2) + 12Q12 + 2112Q0H), 2 (xpz, A)
— tr(Q®)Hy, 12 (23,8 ) + Q8T [2Hy, 15 (16; A) = Hyyra (3, 8) ],
R[B"] = tr(QBRY ) + w112 Qs + 2(p2 — 2T1,Q0E (x,25(8) )
— (p2 = 2)tr(Q®)[E(x,25(8)) = (p2 = 2)E(x;(8) )
+ (12— 2)67Q8 2B (1, 2,5(8)) = 2E(1;2.4(8)) — (p2 — E(x;4.4(8) ) |,

~RPS ARSE

R[By "] =R[B ]+25Qu{1.zE({1<pzz>x,:f+z<A>}1(x§2+2<A>s;ozz))

ARPT

- 2(Q@)E({1- (2~ 21,220 }1 (18, 2(0) < p2 —2) )
—28TQIE({1 — (2 = 2)x, /1 s (D) H (X, +4(8) < p2 —2))

+26TQSE <{1 — (P2 = 2)x,,12(8) }1<X§2+2(A) <p2— 2))
~ (72— 2P1r(Q®)E (1, (W) (1%,2(0) < p2—2) )

— (p2—2)*6"QJE (Xp24+z(A)1(X§2+z(A) <p2-— 2))
+tr(Q®)Hp, 12 (p2 — 2 A) + 6" QSH,, 14 (p2 — 2, A).

RSM sRPT ~RSE gRPS
From Theorem 2, when By, = 0, the risks of estimators §; /31 B, and B,

reduced to common value tr(QB},) + ]} ,Qpy; », the risk of .31 . If Byp # 0, the results
can be summarized as follows:

. ~RFM . . . ARSM . .
1. Theriskof f;  remains constant while the risk of §;  is an unbounded function
of A since A € [0,0).
. ARPT . . . .
2. Theriskof B; = increases as A moves away from zero, achieves it maximum and then
decreases towards the risk of the full model estimator.
3. Theriskof B;  is smaller than the risk of B; ~ for small values in the neighborhood

of A and for the rest of the parameter space, ﬁlfPT outperforms BIFFM, thus, R [,BIFFM]
RIAy ]

. . »RSE ARFM . ARSE
4. Comparing therisks of B, and B; , it can be seen that the estimator B, outper-

forms ﬁlfFM that is, R[B\lfs | < R[ﬁlfFM] forall A > 0.

4. Simulation Studies

In this section, we conduct a simulation study to assess the performance of the
suggested estimators for finite samples. The criterion for comparing the performance
of any estimator in our study is the mean square error. We simulate the response from the
following LMM model

Yi =XiB+Zia; + €, ®)

where €; ~ N(0,0%1,,) with ¢ = 1. We generate random effect covariate a; from a
multivariate normal distribution with zero mean and covariance matrix G = 0.5I,,, where
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Ir«7 is 2 x 2 identity matrix. The design matrix X; = (x1, ..., xin,-)/ is generated from a n;-
multivariate normal distribution with mean vector and covariance matrix X,. Furthermore,
we assume that the off-diagonal elements of the covariance matrix X, are equal to p, which
is the coefficient of correlation between any two predictors, with p = 0.3,0.7,0.9. The ratio
of the largest eigenvalue to the smallest eigen-value of matrix X! V~1X is calculated as a
condition number index (CNI) [24], which assesses the existence of multicollinearity in the
design matrix. If the CNI is larger than 30, then the model has significant multicollinearity.
Our simulations are based on the linear mixed effects model in Equation (3) with n = 60
and 100 subjects.

We consider a situation when the model is assumed to be sparse. In this study, our
interest lies in testing the hypothesis H, : B, = 0, and our goal is to estimate the fixed effect
coefficient ;. We partition the fixed effects coefficients as g = (87, B>)' = (B1,0p,)". The
coefficients B, and B, are p; and p, dimensional vectors, respectively, with p = p; + p.

In order to investigate the behavior of the estimators, we define A* = || — B,||,
where B, = (BT,0,,)T and ||.| is the euclidean norm. We considered A* values between
0 and 4. If A* = 0, then we will have g = (1,1,1,1,0,0,..., O)T to generate the response

——

2
under null hypothesis. On the other hand, when A* Pz 0, say A* = 4, we will have
B=1(1,1,1,1,4,0,0,...,0)T to generate the response under the local alternative hypothesis.
N——
-1
In our simulation Ztudy, we consider the number of fixed effect or predictor variables as
(p1,p2) € {(5,40),(5,500), (5,1000) }. Each realization is repeated 5000 times to obtain
consistent results and compute the MSE of suggested estimators with & = 0.05.

Based on the simulated data, we calculate the mean square error (MSE) of all the estimators
RSM SRPT GRSE 4

as MSE(B) = =15 2]52%0(,3 — B)T(B — B), where B denotes any oneof B, B ,B
BRPS, in the jth repetition. We use the relative mean squared efficiency (RMSE), or the ratio

of MSE for risk performance comparison. The RMSE of an estimator B* with respect to the

RFM RFM MSE( BRFM)
baseline full model ridge estimator B,  is defined as RMSE(f;  : BT )= ——l 2

Ak 7
MSE(f, )
where B is one of the suggested estimators under consideration.

4.1. Simulation Results

In this subsection, we present the results from our simulation study. We report the
results for n = 60,100 and p; = 5 with different values of correlation coefficient p are shown
in Table 1. Furthermore, we plot the RMSEs against A* in Figures 1 and 2. The findings can
be summarized as follows:

1. When A* = 0, the sub-model RSM outperforms all other estimators. As A* = 0 moves
from zero, the RMSE of the sub-model decreases and goes to zero.

2. The pretest ridge estimator RPT outperforms shrinkage ridge and positive Stein ridge
estimators in the case of A* = 0. However, for large number of sparse predictors pp
while keeping p; and n fixed, RPT is less efficient than RPS and RSE. In the case of
A* being larger than zero, the RMSE of RPT decreases, and it remains below 1 for
immediate values of A*, after that the RMSE of RPT increases and approaches one for
larger values of A*.

3. RPS performs better than RSE in the entire parameter space induced by A* as pre-
sented in Tables 1 and 2. Similarly, both shrinkage estimators RPS and RSE outper-
forms the full ridge model estimator irrespective of the corrected sub-model selected.
This is consistent with the asymptotic theory presented in Section 3.

4. A* which measures the degree of deviation from the Assumption 1 on the parameter
space, it is clear that one cannot go wrong with the use of shrinkage estimators
even if the selected sub-model is wrongly specified. As evident from Tables 1 and 2,
Figures 1 and 2, if the selected sub-model is correct, that is, A* = 0, then the shrinkage
estimators are relatively efficient compared with the ridge full model estimator. On the
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RMSE

other hand, if the sub-model is misspecified, the gain slowly diminishes. However,
in terms of risk, the shrinkage estimators are at least as good as the full ridge model
estimator. Therefore, the use of shrinkage estimators makes sense in application when
a sub-model cannot be correctly specified.

5. The RMSE of the ridge-type estimators are an increasing function of the amount of
multicollinearity. This indicates that the ridge-type estimators perform better than
the classical estimator in the presence of multicollinearity among predictor variables.
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Figure 1. RMSE of estimators as a function of the non-centrality parameter A when n = 60, and p; = 5.
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Figure 2. RMSE of estimators as a function of the non-centrality parameter A when n =100, and p; = 5.



Entropy 2021, 23, 1348 12 of 24

Table 1. RMSEs of RSM, RPT, RSE, and RPS estimators with respect to ﬁlfFM when A > 0forp; =5

and n = 60.

p P2 A CNI RSM RPT RSE RPS
0.3 40 0 361 2.61 2.07 1.94 1.96
1 1.05 1.07 1.20 1.25

2 0.25 0.95 1.04 1.05

3 0.12 0.98 0.99 1.00

4 0.08 1.00 1.00 1.00

500 0 613 4.48 3.29 3.48 1.96

1 1.26 1.12 1.26 1.29

2 0.41 0.97 1.08 1.09

3 0.18 0.99 1.00 1.00

4 0.13 1.00 1.00 1.00

1000 0 693 5.36 4.53 4.67 4.71

1 1.53 1.21 1.35 1.39

2 0.49 1.01 1.13 1.14

3 0.28 0.99 0.99 0.99

4 0.10 1.00 1.00 1.00

0.7 40 0 1352 3.18 2.33 2.17 2.18
1 1.04 1.11 1.20 1.23

2 0.42 1.03 1.04 1.04

3 0.23 0.98 0.99 1.00

4 0.14 1.00 1.00 1.00

500 0 1789 4.48 2.76 2.94 3.02

1 1.08 143 1.52 1.53

2 0.67 1.03 1.07 1.06

3 0.35 0.98 1.00 1.00

4 0.19 1.00 1.00 1.00

1000 0 2134 6.82 5.24 5.30 3.02

1 1.16 1.32 1.42 1.53

2 0.75 1.10 1.15 1.16

3 0.39 0.99 1.00 1.00

4 0.11 1.00 1.00 1.00
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Table 2. RMSEs of RSM, RPT, RSE, and RPS estimators with respect to BIFFM when A > 0 for p; =5,

and n = 100.

p pa A CNI RSM RPT RSE RPS
0.3 40 0 150 2.38 2.09 1.88 1.90
1 0.89 1.01 1.05 1.08

2 0.21 0.94 1.01 1.02

3 0.06 0.94 0.99 1.00

4 0.02 1.00 1.00 1.00

500 0 340 4.15 2.65 2.99 3.17

1 0.87 1.08 1.18 1.21

2 0.14 0.96 1.03 1.05

3 0.06 0.99 0.99 1.00

4 0.03 1.00 1.00 1.00

1000 0 536 4.30 2.75 3.02 3.08

1 0.96 1.09 1.13 1.15

2 0.21 0.8 1.03 1.03

3 0.09 1.00 1.00 1.00

4 0.04 1.00 1.00 1.00

0.7 40 0 997 3.27 2.15 2.09 2.11
1 0.85 1.02 1.09 1.10

2 0.21 0.98 1.02 1.02

3 0.06 0.99 0.99 0.99

4 0.01 1.00 1.00 1.00

500 0 1589 4.13 222 2.35 2.39

1 1.04 1.19 1.21 1.20

2 0.30 0.97 1.05 1.05

3 0.14 1.00 1.00 1.00

4 0.08 1.00 1.00 1.00

1000 0 1751 5.17 3.71 4.03 4.09

1 1.01 1.15 1.24 1.25

2 0.39 1.04 1.07 1.06

3 0.16 0.99 1.00 1.00

4 0.11 1.00 1.00 1.00

4.2. Comparison with LASSO-Type Estimators

We compare our listed estimators with the LASSO and adaptive LASSO estimators.
A 10-fold cross-validation is used for selecting the optimal value of the penalty parameters
that minimizes the mean square errors for the LASSO-type estimators. The results for
0 =03,07,09,n=60,100, p; = 10 and p, = 50,500, 1000,2000 are presented in Table 3.
We observe the following from Table 3.

1. The performance of the sub-model estimator is the best among all estimators.

2. The pretest ridge estimator performs better than the other estimators. However,
for larger values of sparse predictors p, the shrinkage estimators outperform the
pretest estimator.

3.  The performance of the LASSO and aLASSO estimators are comparable when p is
small. The pretest and shrinkage estimators remain stable for a given value of p.

4. For alarge number of sparse predictors py, the shrinkage and pretest ridge estimators
outperforms the lasso-type estimators. This indicates the superiority of the shrinkage
estimators over the LASSO-type estimators. Therefore shrinkage estimators are
preferable when there is multicollinearity in our predictor variables.
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Table 3. RMSEs of estimators with respect to ﬁ?FM when A = 0 for p; = 10.

n p p2 CNI RSM RPT RSE RPS LASSO aLASSO

60 0.3 50 35.64 3.31 225 1.82 1.95 1.23 1.28
500 452.76 4.13 3.71 2.61 3.01 1.47 1.52

1000 1265.34  5.02 4.28 4.61 478 1.96 2.15

2000  4567.56  7.13 5.10 6.18 6.39 2.70 3.06

0.7 50 61.34 3.52 3.05 2.51 2.55 1.14 1.21

500 743.17 4.49 3.65 3.41 3.50 1.36 1.58

1000  2350.89  5.84 411 4.32 4.61 1.68 1.95

2000 6908.39  8.10 5.31 6.24 6.29 1.84 2.02

0.9 50 120.21 4.21 3.61 3.34 3.35 1.10 1.05

500 950.98 4.82 3.3.8 3.72 3.73 1.21 1.16

1000  5892.51 6.35 4.10 5.01 513 1.42 1.31

2000 8352.73  8.51 4.63 524 5.38 1.61 1.35

100 0.3 50 31.21 291 2.54 2.12 223 1.32 1.36
500 356.64 3.75 3.31 2.84 292 1.54 1.61

1000 975.32 4.25 2.53 3.42 3.61 1.92 2.06

2000 2764.84  5.61 4.25 491 5.08 2.31 2.46

0.7 50 52.79 3.18 2.61 2.30 237 1.28 1.53

500 578.43 4.28 3.05 3.52 3.59 1.46 2.07

1000 1281.66  5.10 3.26 3.78 3.82 1.84 2.52

2000 349830  6.12 3.01 426 4.33 227 241

0.9 50 79.41 4.11 341 3.21 3.28 1.28 1.21

500 681.43 4.35 3.55 3.41 3.50 1.43 1.51

1000 147032 5.82 3.18 4.01 4.14 1.72 1.79

2000 410590  7.04 4.57 522 5.32 1.87 1.96

5. Real Data Application

We consider two real data analyses using Amsterdam Growth and Health Data and a
genetic and brain network connectivity edge weight data to illustrate the performance of
the proposed estimators.

5.1. Amsterdam Growth and Health Data (AGHD)

The AGHD data is obtained from the Amsterdam Growth and Health Study [25].
The goal of this study is to investigate the relationship between lifestyle and health in
adolescence into young adulthood. The response variable Y is the total serum cholesterol
measured over six time points. There are five covariates: X is the baseline fitness level
measured as the maximum oxygen uptake on a treadmill, X is the amount of body fat
estimated by the sum of the thickness of four skinfolds, X3 is a smoking indicator (0 = no,
1 =yes), X4 is the gender (1 = female, 2 = male), and time measurement as X5 and subject
specific random effects.

A total of 147 subjects participated in the study where all variables were measured at
n; = 6 time occasions. In order to apply the proposed methods, firstly, we apply a variable
selection based on AIC procedure to select the sub-model. For the AGHD data, we fit a
linear mixed model with all the five covariates for both fixed and subject specific random
effects by two stage selection procedure for the purpose of choosing both the random and
fixed effects. The analysis found X, and X5 to be significant covariates for prediction of the
response variable serum cholestrol and the other variables are ignored since they are not
significantly important. Based on this information, a sub-model is chosen to be X, and X5
and the full model includes all the covariates. We construct the shrinkage estimators from
the full-model and sub-model. In terms of null hypothesis, the restriction can be written as
By = (B1, B3 Ba) = (0,0,0) with p =5, p = 2and p, = 3.

To evaluate the performance of the estimators, we obtain the mean square prediction
error (MSPE) using bootstrap samples. We draw 1000 bootstrap samples of the 147 subjects
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from the data matrix {(Yij,Xij),i =1,2,...,147;j = 1,2,...,6}. We then calculate the

relative prediction error (RPE) of B} with respect to ,BgiFM, the full model estimator. The RPE
is defined as

RPE(R™ . gty MSPE(B) (Y- XiB)'(Y-XiBy)
R Ve SRR T

. . . A ~RFM

where B is one of the listed estimators. If RPE < 1, then ,BI outperforms 8, .
Table 4 reports the estimates, standard error of the non-sparse predictors and RPEs of
the estimators with respect to the full model. As expected, the sub-model ridge estimator

B?SM has the minimum RPE because it is computed when the sub-model is correct, that is,
A* = 0. It is evident by the RPE values in Table 4 that the shrinkage estimators are superior
to the LASSO-type estimators. Furthermore, the positive shrinkage is more efficient than
the shrinkage ridge estimator.

Table 4. Estimate, standard error for the active predictors and RPEs of estimators with respect to
full-model estimator for the Amsterdam Growth and Health Study data.

RFM RSM RPT RSE RPS LASSO  aLASSO
Estimate(8,)  0.381 0.395 0.392 0.389 0.390 0.624 0.611
S:j:)‘fard 0.104 0.102 0.100 0.009 0.008 0.081 0.079
Estimate (85)  0.137 0.125 0.131 0.130 0.133 0.101 0.105
S:i‘:)‘fard 0.012 0.010 0.009 0.011 0.010 0.013 0.012
RPE 1.000 0.723 0.841 0.838 0.831 0.986 0.973

5.2. Resting-State Effective Brain Connectivity and Genetic Data

This data comprises longitudinal resting-state functional magnetic resonance imaging
(rs-fMRI) effective brain connectivity network and genetic study [26] data obtained from
a sample of 111 subjects with a total of 319 rs-fMRI scans from the Alzheimer’s Disease
Neuroimaging Initiative (ADNI) database. The 111 subjects comprise 36 cognitively normal
(CN), 63 mild cognitive impairment (MCI) and 12 Alzheimer’s Disease (AD) subjects.
The response is a network connection between regions of interest estimated from an rs-
fMRI scan within the Default Mode Network (DMN), and we observe a longitudinal
sequence of such connections for each subject with the number of repeated measurements.
The DMN consists of a set of brain regions that tend to be active in resting-state, when a
subject is mind wandering with no intended task. For this data analysis, we consider the
network edge weight from the left intraparietal cortex to posterior cingulate cortex (LIPC
— PCC) as our response. The genetic data are single nucleotide polymorphism (SNPs)
from non-sex chromosomes, i.e., chromosome 1 to chromosome 22. SNPs with minor allele
frequency less than 5% are removed as are SNPs with a Hardy—Weinberg equilibrium
p-value lower than 10~° or a missing rate greater than 5%. After preprocessing we are left
with 1,220,955 SNPs and the longitudinal rs-fMRI effective connectivity network using
the 111 subjects with rs-fMRI data. The response is network edge weight. There are SNPs
which are the fixed effects and subject specific random effects.

In order to apply the proposed methods, we use a genome- wide association study
(GWAS) for screening the genetic data to 100 SNPs. We implement a second screening by
applying multinomial logistic regression to identify a smaller subset of the 100 SNPs that
are potentially associated with disease (CN/MCI/AD). This yields a subset of top 10 SNPs.
This showed the top 10 SNPs are the most important predictors and the other 90 SNPs
are ignored as not significant. We now have two models, which are the full model with
all 100 SNPs and sub-model with 10 SNPs selected. Finally, we construct the pretest and
shrinkage estimators from the full-model and sub-model.
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We draw 1000 bootstrap samples with replacements from the corresponding data
matrix {(Yij, Xi]-),i =1,...,111;j =1,...,n;}. We report the RPE of the estimators based
on the bootstrap simulation with respect to the full model ridge estimator in Table 5. We
observe that the RPE of the sub-model, pretest, shrinkage and positive shrinkage ridge
estimators outperforms the full model estimator. Clearly, the sub-model ridge estimator has
the smallest RPE since it’s computed when the candidate sub-model is correct, i.e., A = 0.
Both shrinkage ridge estimators outperform the pretest ridge estimator. Particularly,
the positive shrinkage performed better than the shrinkage estimator. The performance
of both shrinkage and pretest ridge estimators are better than the LASSO-type estimators.
Thus, the data analysis is in line with our simulation and theoretical findings.

Table 5. RPEs of estimators.

RFM RSM RPT RSE RPS LASSO alLASSO

RPE 1.000 0.802 0.947 0.932 0.928 1.051 1.190

6. Conclusions

In this paper, we present efficient estimation strategies for the linear mixed effect
model when there exists multicollinearity among predictor variables for high-dimensional
data application. We considered the estimation of fixed effects parameters in the linear
mixed model when some of the predictors may have a very weak influence on the response
of interest. We introduced pretest and shrinkage estimation in our model using the ridge
estimation as the reference estimator. In addition, we established the asymptotic properties
of the pretest and shrinkage ridge estimators. Our theoretical findings demonstrate that
the shrinkage ridge estimators outperform the full model ridge estimator and perform
relatively better than the sub-model estimator in a wide range of the parameter space.

Additionally, a Monte Carlo simulation was conducted to investigate and assess the
finite sample behavior of proposed estimators when the model is sparse (restrictions on
parameters hold). As expected, the sub-model ridge estimator outshines all other estimators
when the restrictions hold. However, when this assumption is violated, the shrinkage
and pretest ridge estimators outperform the sub-model estimator. Furthermore, when the
number of sparse predictors are extremely large relative to the sample size, the shrinkage
estimators outperform the pretest ridge estimator. These numerical results are consistent
with our asymptotic result. We also assess the relative performance of the LASSO-type
estimators with our ridge-type estimators. We observe that the performance of pretest and
shrinkage ridge estimators are superior to the LASSO-type estimators when predictors are
highly correlated. For our real data application, the shrinkage ridge estimators are superior
with the smallest relative prediction error compared to the LASSO-type estimators.

In summary, the results of the data analyses strongly confirm the findings of the
simulation study and suggest the use of the shrinkage ridge estimation strategy when no
prior information about the parameter subspace is available. The results of our simulation
study and real data application are consistent with available results in [27-29].

In our future work, we will focus on other penalty estimators like the Elastic-Net,
the minimax concave penalty (MCP), and the smoothly clipped absolute deviation method
(SCAD) as estimation strategy in LMM for high-dimensional data. These estimators will
be assessed and compared with the proposed ridge-type estimators. Another interesting
extension will be integrating two sub-models by incorporating ridge-type estimation
strategies in the linear mixed effect models. The goal is to improve the estimation accuracy
of the non-sparse set of the fixed effects parameters by combining an over-fitted model
estimator with an under-fitted one [27,29]. This approach will include combining two
sub-models produced by two different variable selection techniques from the LMM [28].
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Appendix A
Proof of Proposition 1. The asymptotic relationship between the sub-model and full model
. S ~RFM
estimators of 81, we use the argument and equation: Y =Y — X, 8, , where
~RFM . < 15
BN = argmin { (4 =XV (¥ - Xup) + A1 2}
1

— -1 ~1<
= [X{VIXs + AL, ] X{ VY

= XIV Xy + AL, ] XTIV Y — XTI 4+ AL, ] TV 0B,
sRSM _ -1 — ~RFM
=B, — XV IXq + AL, ] X[V X8,
SRSM  __q_ ~RFM
=B - BlllBl2ﬁ2
From Theorem 1, we partition \/E(BRFM —B) as \/ﬁ(ﬁRFM - B) = (\/ﬁ(ﬁlfFM —B1),

AREM ) ARFM D . N
Vn(B, ~ — B,)). We obtain \/ﬁ(ilsM - /;1) = Np, (=p11 2, By,), where B!, = By —
. ~RFM

Blngzl By;. We have shown that B, = B, + BilBu[A%I;FM. Using this expression and
under the local alternative {Kj, }, we obtain the following expressions

g2 = V(B "~ By)
= \/E(B?M + BﬁlBlzlgIz{FM - B1)

=¢1+ BﬂlBu\/ﬁBEFM,
3= =B

= \/E(BIFFM - 51) - ﬁ(BIfSM - .31)

= 91— 92
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Since ¢, and @3 are linear functions of @1, as 1 — co, they are also asymptotically normally
distributed. Their mean vectors and covariance matrices are as follows:

E(g1) = E<\/E(/§$FM - ﬁl)) = M2

E(gp2) = E<(P1 + BﬁlBu\/ﬁBEFM>

— E(g1) + B Biov/aE(Ba ™)

= —py15 + BBk = —(py;, — 8) = —y
E(93) = E(¢1— 92) = —py10 — (= (g2 —9)) =9
Var(¢1) = 32721.1
_ ~REM
Var(g,) = Var (qol + BlllBlz\/ﬁﬁz )
= Var(¢1) + By} B12B5, By1 B!
ARFM ARFM _
+2Co0 | V(B - o), VB™ - )| (B B!
=By — B;'B12By; BBy} = B!

~RFM ARSM))

Var(¢3) = Var(ﬁ(ﬁ — B
= Var (\/ﬁ(ﬁlfFM - BIFFM - BnlBl2B§FM)>

_ ~RFM _
= B 'ByVar {\/ﬁ[g } (B;'B1o)"

-1 -1 -1
= By B12By, 1 BBy = @

Covtyn,ps) = Coo | V(B - ), Vir(B™ = ™)
= Var(Va(B™ 1)) = Coo | Va(B™ - 1), Vi (B - By)|

N RFM]

— Var(gr) ~ Coo | Vi(B™ - ), Vi(B™ - ) + VB By

-1 -1 -1
= By B12By, 1 BBy = @

Cov(¢@y, ¢3) = Cov {\/E(BIfSM _ '31), \/ﬁ(’g?FM B ﬁ?SM)}
= Coo VB - ) V™ - )] - vor (VG )

_p-1 -1 -1 -1 -1
= By, — By BiaByy 1 Bo1Byy — By
-1 -1 -1 -1
=Bp — (Bn.z - By ) —Byp =0
Therefore, the asymptotic distributions of the vectors ¢, and @3 are obtained as follows:

ARSM D _
¢ =Vn(B, —PBy) = Np (=7, B
ARFM  sRSM. D

p3=Vn(By  —By )= Np(s,®)
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Appendix B

We next introduce the lemmas given in [30] to aid with the proof of the bias and
covariance of the estimators.

Lemma Al. Let V= (Vq, V>, ... V,,)T be a p-dimensional normal vector distributed as Ny (pro, Zp),
then for a measurable function ¥, we have

E[V¥(VIV)] = p,E[¥x3,5(D)]
E[VWTE(VIV)] = E,E[¥x3 5 (A)] + ol E[¥x2 4 (A)]

where x2(A) is a non-central chi-square distribution with k degrees of freedom and non-centrality
parameter A.

Appendix B.1

Proof of Theorem 2.
ARFM . ARFM
ADB(B; ) = E{ ,}g{}o \/ﬁ(ﬁl - ﬁ1)}
= —M112-
RSM . ARSM
ADB(:Bl = E{ hm Vn( (B _ﬁ1)}
~ARFM ~RFM
= E{ hm \F(:Bl —B{'Bp,  —B1)}
= E{ lim (™ — B1)} — E{ lim v/u(B;;'B1of3 ™)}
= —p12 — E{ lim /(B Bof5™)}

= —p12 — BBk = — (i, +6) = —7.
Using Lemma 1,

ADB(BRT) = E{ hm V(BT — B))
= E{ lim /u(BF™ — (BT™ — BI)I(Ln < dua) — B1)}
= E{ lim /u(Bf™ — B1)} — E{ lim v/u(BF™ — BFM)I(Ly < dia) }
= —M12— E{ lim Vn(B™ — ﬁRSM) (Ln < dua))}

= M2~ 5sz+2(Xp2/'A)-

ADB(BRE) —E{ lim Vi (BYE — B1)}
= E{ lim V(BTN — (BF™ — B (p2 — 2)L, ' — B1) }

_ E{ hm f ﬁRFM ﬁl } E{ hm f ﬁRFM ﬁRSM 1}
g B Jim VA R o)1)

=P~ (P2 — 2)‘5E(X;22+2(A))‘
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ADB(B1™) = E{ lim V/n(5™ — 1)}
= E{ lim vu(Bf™ + (BT™ = A1) (1~ (p2 = 2)L, DI(Lu > p2 = 2) = B1) }

= E{vn [ﬁlfSM (B BRSMY (1 - I(L, < p2 —2))

— (BRM _ BRSM) (1, _ 2)L ML, > pa—2) — By}

= E{ lim v/u(Bf™ — B1)} — E{ lim v/u(BF™ — BM) (p2 = 2)I(Ln < p2 —2)}
— E{ Jim Va(BF™M — BRM) (py — 2)L, " I(Ly > p —2)

= —py12 — OHp,1( sz 28} = (p2— 2)5E{X;22+2(A)I(X;22+2 > p2—2)}.
O

Appendix B.2

In order to compute the risk functions, we first compute the asymptotic covariance of
the estimators. The asymptotic covariance of an estimator BT is expressed as

Cov(f) = Jim E{n(B; — B)(By — B)"}.

Proof of Theorem 3. We first start by computing the asymptotic covariance of the estima-
tor BR™M as

n . A . T

Cov(BFM) = E{nlgfolo Vi(BEM — B1)Vn(BEM — B1) )
= E(p91) = Cov(p9) + E(p)E(])
=By, + 1ot

Furthermore, similarly, the asymptotic covariance of the estimator BX°M is obtained as:
N ) A N T
Cov(B™M) = E{lim V(™ — po)va(BE — p))
= E(293) = Cov(929) + E(92)E(93)
= Bﬁl + 'y'yT.

The asymptotic covariance of the estimator BX'T is obtained as:

Cov(BT) = E{ lim V(BT — Bu)vi (BT — 1))
_ E{ tm n[(BE — ) — (B B, < dy)]
[(BR™M — 1) — (BR™M — BEMYI(Ly < dia)] "}
= E{ 91— gal(Ly < dua)llgr ~ 9al(Ls < )]}

= E{(Pl(Pﬂlr - 2(P3(P1FI(Ln < dn,zx) + ¢3¢§I(Ln < dn,a)}

Thus, we need to find E{¢191}, E{@3¢TI(Ly < dya)} and E{@3¢3I(Ly < dya)}. The
first term is E{ @19 } = B{}', + pi11 o141, - Using Lemma 1, the third term is computed as:

E{G"S(PEI(Ln < dn,tx)} = ¢Hp2+2(X%;2}A) + 55THp2+4(X%2}A)-

The second term E{ @391 I(L, < dna)} can be computed from normal theory as
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E{(PBG"TI(Ln < dn,oc)} = E{E(%(P{I(Ln < dn,a)|§03)} = E{(PSE(G”?I(Ln < dn,a)|§93)}

= E{@3[—p112+ (93 — &) I(Ly < dpa)}

= —E{@ap120(Ln < dna)} + E{@3(93 = 8)"I(Ly < dna)}
= —p11E{@sl(Ln < dpa)} + E{@3931(Ly < da)}

- E{§035T1(Ln < dn,ﬂé)}

= _V¥1.25HP2+2(7(§2;A) T {COU((F3(P§)H”2+2(X%72;A)

+ E(9s)E(9D) Hy 2405 A) — 86THy 12 (0 A>}
= — 1120 Hy, 12 (X5, ) + @Hp, 12(x5,:8) + 36 Hy, 14 (x5, A)
— 88T Hy,12(x3,:0)

Putting all the terms together and simplifying, we obtain

Cov(B1™")
:ﬂn.zlﬁl.z + 2”?1.25sz+2(X%2?A) + Bﬂl.z — ®Hp, 12 <X%Z?A) - 55THP2+4 (X%z;A)
+288 Hy, 12(x3,:A)
=By + py1 o1 T 2011 20Hy, 12(X5,: A) — PHp, 12 (x5, A)
+o5" [2Hp, 2 (Xfyz} A) —Hp, 14 (7(%72; A)].

The asymptotic covariance of the estimator ﬁA%—l{SE can be obtained as

Cov(BrF) = E{ lim v/n(B>F — B1)v/n (B> — B1)"}

= E{ lim n[(B7 —B) — By — B ) (p2—2)L, "]
ARFM ARSM

[(BY™ —B) — By — By D(p2—2)L, "]}
- E{[(m — p(p2 — 2Ly Iy — (2 — 2>LnlJT}

= E{WP? —2(p2 = 2)@3pi L, + (p2 — 2)2¢3¢§L52}

We need to compute E{¢3¢3L,?} and E{ @3¢} L, ! }. By using Lemma 1, the first term is
obtained as follows:

E{@33L, %} = ®E(x,42(8)) + 00 E (x4 (A)).

The second term is computed from normal theory

E{(Psqv?L;l} = E{E((Ps@?L;ll(Pa)} = E{quE(sv?L;llqu)}
= E{@s[—pm1+ (93— 5)]TL121}
= *E{%P’n.z[%l} + E{p3(¢3 — 5)TL;1}
= — i E{@sL, ' + E{@393 L'} — E{@30 L, }
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From above, we can find E{ 30" L'} = 66"E (X;;22+2(A)) and E{g3L,'} = 6E (X;22+2(A)).
Putting these terms together and simplifying, we obtain
Cov(B™) = By + miraptin +2(p2 — 21 ,0E (X;22+2(A))
— (p2 = 2){2E(1;2,(8)) — (p2 = 2E (x4 (8)) |
+(p2 = 2)86™{ —2E(1;2.4(8)) +2E(G2,(8)) + (2 = 2)E(x54.4(8)) |-
sRPS  sRSE  ~RFM  ARSM

Since; " =P, —(B1 —B ){1_(172_2)1“;1}1(]“”sz_Z)'

. . . ARP
We derive the covariance of the estimator 5, ~ as follows.

Cov(B) = E{ Jim V(B — p)va( — )"}
= E{ Tim V(B = By) = VAR — B {1~ (2= 2L MLy < p - 2)

~RSE ~RFM ~RSM

< |Vag =B = v — B >{1—<pz—z>Ln1}1<Lnm—z)]T}

ARSE ARSE

= E{ lim Va(B — B)VA(BL T~ B)T = 205v/n(B — BT {1 (p2 — 2Ly (L < 2 - 2)

+ a9} {1 (p2 = 2)L; 1Ly < pa - 2)}

= Cov(B ) — 26 lim g, vn(B — B)T{1 - (p2—2)L; Y1y < p2 - 2)

+E{ lim @i} {1~ (p2 = 2)L;" }1(Ly < p2 - 2) }

= Cov(B ) —2E{ lim gsgT {1~ (p2 ~ 2)L; (L < p2 - 2)

+2E{ lim @3 (p2 —2)L {1 = (p2 = 2)L; " JU(Ly < p2—2) }

+ E{ 1im gipT {1~ (p — 2)L; ULy < p2 - 2)}

= Cov(B,™) = 2E{ lim 39 {1 — (p2 = 2L (Lo < p2—2)

— E{ lim @30} (p2 = 2Ly 2I(Lu < p2 —2) } + E{ lim p331(Ly < p2—2)
We first compute the last term in the equation above E{(p3(ng(Ln < py— 2)} as E{go:;,(ng(Ln <
p2 — 2)} = ®H,, 2(p2 —2,A) + (55THP2+4(p2 —2;A). Using Lemma 1 and from the nor-

mal theory, we find,
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E{@sl {1~ (12— 2L H(Ly < p2 —2) |

= E{E(@sg {1~ (p2— 2Ly 1Ly < p2 —2)lg5) |

— E{gsE(@l {1~ (p2 = 2L (Lo < p2 = 2)lgs) }

= E{gslma+ (@5 — 6)"{1 = (p2 = 2)Ly YLy < p2 - 2)}

= _P‘ll.zE(‘Ps{l —(p2=2)L, ' JI(Ln < p2 — 2))

+E(gsg} {1 - (p2 = 2Ly (Lo < p2—2))

~ E(936"{1— (p2 = 2L J1(Lu < p2 - 2))

= —ahaE ({1 (2~ 20,200 (1,200 < 12 -2)

+ ®E <{1 — (p2=2)x,, 42 (B } (Xp2+2 ) < p2— 2)>

+a0"E({1= (2~ 20, 20 J1 (s
11(

—55TE({1 — (P2 = 2)x,74(

E{ @3} (p2 —2)’Ly"I(Lu < p2 —2) } = (p2 —2)*@E (xp24+2<A>1(xéz+z<A> <p2- z))

+(p2 —2)?60E (xpzﬁz(A)I(xf,ﬁz(A) <p2- 2))
Putting all the terms together, we obtain
~RPS ~RSE _
Cov(B, ) = Cov(By ) +26p;,E ({1 —(p2— Z)Xp22+2(A) }I(X§Z+2(A) Sp2— 2))

—20E ({1 —(p2— 2)X,722+2(A) (X 2(8) < p2 - 2))

E({1 = (p2 = 2)x, 2 4(8)(Xp,44(8) < p2 —2))
+286"E ({ sz+2(A)}I(X§2+2(A) <p2-— 2))
— (-2 (x,, 2 (1, 124(8) < p2 —2)>

~(p2—2)%00'E (Xp;iz(A)I(X%m(A) <p- 2))

+ ®Hy, 2 (p2 — 2A) + 88 Hp, 4 (p2 — 2;0).
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