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Abstract

We consider a problem of association test in high dimension. A new test statistic is
proposed based on the covariance of random vectors and its asymptotic properties
are derived under both the null hypothesis and the local alternatives. Furthermore
power enhancement technique is utilized to boost the empirical power especially under
sparse alternatives. We examine the finite-sample performances of the proposed test
via Monte Carlo simulations, which show that the proposed test outperforms some
existing procedures. An empirical analysis of a microarray data is demonstrated to
detect the relationship between the genes.

Keywords Association test - High dimension - Covariance of random vectors -
Power enhancement technique

1 Introduction

Traditional statistical methods for measuring the association between random vectors
are generally based on coefficient (covariance). See Wilks (1935), Anderson (2003),
Robert et al. (1985), Székely et al. (2007) and among others. Wilks (1935) introduced
an effective likelihood ratio test (LRT) for block independence under Gaussian popu-
lation and Anderson (2003) detailed LRT for the Gaussian population. RV correlation
coefficient proposed by Escoufier (1973) was considered in Robert et al. (1985) to
measure multivariate association between two sets of variables. Székely et al. (2007)
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developed distance covariance and distance correlation, and provided an approach to
the problem of testing the joint independence of random vectors. The asymptotic prop-
erties of these classical procedures aforementioned are established under the scheme
that the sample size n tends to infinity and the dimensions(p and ¢) are fixed. This is
the so-called “small p and ¢, large n” paradigm.

However, high-dimensional data, such as microarray analysis, tumor classification
and biomedical imaging, tend to have a dimension ( p and (or) ¢ ) comparable to, or
much larger than, the sample size n. This brings great challenges to these traditional
methods. For example, the empirical power of the conventional test may be largely
impacted by the increasing dimension, and even converges to the significance level
a due to “the curse of dimensionality”, which means that the test cannot distinguish
the null hypothesis from the alternatives. Therefore more and more statisticians are
pursuing new methods to address the high-dimensional problems. To accommodate
the large-dimensionality, Jiang et al. (2013) proposed the corrected likelihood ratio
test and large-dimensional trace criterion to test the independence of two large sets
of multivariate variables when the dimensions p + ¢ and the sample size n tend to
infinity simultaneously. To make the RV coefficient be applicable for high-dimensional
data, some test procedures are introduced in the following two papers. Srivastava
and Reid (2012) proposed a new statistic based on the RV coefficient for testing
the independence of two sub-vectors, and obtained its asymptotic properties under
the scheme that min(p, g, n) — oo, p/(p +¢q) — di > 0,q/(p +q) — dr» >
0Oand n = O((p + ¢)%) for some constant § > 0. By constructing an unbiased
estimator for the numerator of the RV coefficient, Li et al. (2017) considered the
independence test under the assumption that only one random vector has a divergent
dimension, that is, min(p,n) — oo and ¢ is fixed. The asymptotic properties in
these three papers (Jiang et al. 2013; Srivastava and Reid 2012; Li et al. 2017) are
established under the assumption that the random vectors are multivariate normal
distributed. Without normal constraint, Yang and Pan (2015) proposed a test statistic
based on regularized canonical correlation coefficients, and they obtained the limiting
distributions when both p and g are comparable to the sample size n. Discovering that
the empirical distance correlation of the two vectors converges to one even though they
are independent as dimensions tend to infinity, Székely and Rizzo (2013) extended
the distance correlation with a modified version in high-dimensional settings, and
obtained a distance correlation t-test for independence of random vectors in arbitrarily
high dimension. Heller et al. (2012) presented a powerful test of association based
on ranks of distances which is consistent against all alternatives and can be applied
in any dimensions p and g even greater than n. On the basis of power enhancement
technique introduced by Fan et al. (2015), Zheng et al. (2022) developed a powerful
test on block-structured correlation of a high dimensional-random vector for sparse
or non-sparse alternatives without normality assumption, and obtained the statistical
properties under the asymptotic regime that (p 4+ g)/n — y € (0, 00).

This paper aims to develop a new and powerful test on high-dimensional association
under no strict distributional assumptions. To this end, we propose a U-statistic of order
four based on the RV covariance introduced in Escoufier (1973). To boost the power
especially under sparse alternatives a screening term is added. It is worth mentioning
that the proposed test statistic is effective not only for non-sparse alternatives but also
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for sparse alternatives. Four distinguishing features can be summarized as follows.
First, although the proposed U-statistic is order four, it can be fast implemented with
an estimated U-statistic of order two. Second, the asymptotic distributions of the U-
statistic under both null hypothesis and local alternatives are derived in the scheme
that p + ¢ tends to infinity. It is noteworthy that this scheme can be divided into two
cases: one is that only p or ¢ is much more than or comparable to the sample size n;
the other is that both p and ¢ tend to infinity with n simultaneously. Third, the power
enhancement technique can dramatically improve the performance of the proposed
test, which is demonstrated by Monte Carlo simulations. Last but not least is some
examples under specific structures are given to gain more insights on the regularity
conditions.

The rest of this work is organized as follows. A new statistic for testing the asso-
ciation between two random vectors is proposed on the basis of RV covariance, and
its asymptotic properties are established in Sect.2. In Sect. 3 we investigate the prop-
erties of the screening term based on the power enhancement technique. Numerical
studies and real data analysis are listed in Sect. 4 to examine the size and power of our
proposed test. The Appendix is devoted to gather the technical proofs.

2 Association test in high dimension

In this part, our interest is to study and test the association between two random
vectors X = (X1, . ..,X,,)—r eRPandY = (Y1, ..., Yq)—r € R?. Let Xxy denote
the population covariance matrix of X and Y. Our association test hypothesis can be
represented as follows:

Hy:Xxy =0pxg VS Hi:XZxy #0pxq-

It is worth noting that Xxy = 0px4 if and only if the two random vectors are
uncorrelated. Escoufier (1973) defined tr(Xxy Xyx) as the “covariance” of two ran-
dom vectors X and Y, where tr(-) denotes the trace operator. It is evident to see
that r(ZxyXyx) = 0 is equivalent to Xxy = 0,x4. This motivates us to uti-
lize tr(X¥xyXyx) to quantify the discrepancy between Xxy and 0,x,. Adopting
the idea of U-centring in Székely and Rizzo (2014) and Yao et al. (2018), we can
construct an unbiased estimator, denoted by 7, , ;(X,Y), of tr(ZxyZyx). Sup-
pose that Z; = (X, Y,-)T € RP*4 are random samples of Z = (X, Y)T in which
Xi = (Xit,..., Xip) " and Y; = (Y1, ..., Yiy) . Then T, , , (X, Y) is given by

—1
n
Tn,p,q<x,Y>=(4> > h(ZiZj L. L),

i<j<k<l
where

(1,2,3,4)
W2y 20,23, 20) = 77 D (X =X (X = X)(¥, = Y) T (Y = V)

" (s.tu,v)
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and the summation is over all 24 permutations of the 4-tuples of indices (1, 2, 3, 4).
It is obvious to see that T, , ,(X,Y) is a U-statistic of order four and it is an
unbiased estimator of tr(Xxy Xyx).

Remark 1 Tests for high-dimensional regression coefficients in Zhong and Chen
(2011) and Cui et al. (2018) can be seen as a special case of our test hypothesis
with respect to measuring the discrepancy. Consider a linear regression model

Y=a+X B+¢

where 8 = (B1,..., B p)T € R? is a p—dimensional vector of regression coefficients
of interest and « is a nuisance intercept parameter. ¢ is random error with mean zero
and variance o2, and is independent of X. Testing the high-dimensional regression
coefficients simultaneously in the linear model can be formulated as follows:

Hy:B=0,c1 VS Hi:B#0px1.

It tests the overall significance of linear regression coefficients. Both (Zhong and Chen
2011) and (Cui et al. 2018) adopted BTZ& B as an effective measure of the difference
between B and 0, . Simple calculation shows that tr(Xxy Xyx) = BTZ§ﬂ.

Remark 2 tr(XxyXyx), the squared distance covariance dCov? (X, Y) introduced by
Székely et al. (2007) and the squared martingale difference divergence MDD(Y 1X)2
proposed in Shao and Zhang (2014) can be constructed in an analogous way. In fact,
write

(X, Y) = E(IX = X'|*IY = Y'|I’) + E(IX = X'|")E(Y - Y'|I?)
—2E(IX = X'[I*IY = Y"1I?),

where Z = (X', Y) " and Z” = (X", Y”) T are independent copies of Z = (X, Y)'.
Whena = 8 = 1, 7(X, Y) = dCov?(X, Y) and it characterizes independence of ran-
domvectors Xand Y. (X, Y) = 2MDD(Y|X)2 asa = 1 and B = 2, and it measures
the departure of conditional mean independence between a scalar response variable Y
and a vector predictor variable X. When o = 8 =2, 1(X, Y) = 4tr(¥xy Xyx). Fur-
thermore, it is worth mentioning that tr(Xxy Xyx) can degenerate into the squared
covariance of random variable X and Y, when p = g = 1. This suggests us con-
sider not only the simultaneous measure between random vectors X and Y, but also
the marginal quantization between their components X; and Y;,i = 1,...,p,j =
1,..., g due to the curse of dimensionality.

Remark 3 According to the Székely and Rizzo (2014) and Yao et al. (2018),
T, p.q(X,Y) can be fast implemented. Define the respective {/-centred versions of
ajj = XZTX, and b;j = Yl.TYj as follows:
Ay =y g Y= s Y a4 e Y
— i — 4 — i a,
T Ty LT T LT G T (=) &
1#i k#£j k#£l
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1 1 ! )
Bij =bij——— Y bi————5 Y bij+ —————= 3 by
ij i j n—2§ il n—Z; kj+ n—1n-2) = kl

Then T, , 4 (X, Y) has the following reformulation:

1
ThpgX.Y) = m Z AijBij
i#j

which is shown to be a quick implementation in numerical simulations.

2.1 Asymptotic analysis of T, , 4(X, Y) under null hypothesis

In this subsection the asymptotic properties of T, , 4(X,Y) are investigated under
some regularity assumptions. Some notations are introduced before studying the prop-
erties of the proposed statistic. Write L1(Z, Z') = E{L(Z,Z")L(Z',7")|(Z, Z)}, and
¢? = E{L(Z,Z)?%}, where L(Z,Z/) = X"X'YTY’. To obtain the asymptotic distri-
bution of 7, , 4 (X, Y) we require the following technical assumption.

(AD) E{L1(Z,Z))*}) = o(¢c"), E{(XTX'YTY)!} = o(nt™), E{XTXY'Y")Y} =
o(n¢*) and E{(XTX)ME((YTY)*) = o(n™).

The following theorem presents the limiting null distribution of 7}, , 4(X, Y).

Theorem 1 Suppose assumption (Al) holds. Then under Hy, as (n, p + q) — 00 we
have that

nTn,p,q X, Y) 4«
— N(, 1),
N

and a ratio consistent estimator of ¢? is
= _ Z A2 B2
" nn—3) &=~ YU
i#]

d . Lo .
where — denotes convergence in distribution.

By referring to Zhang et al. (2018) and its supplementary material, we impose
assumption (A1) to ensure the asymptotic normality of the degenerate U-statistic
Ty, p,q(X,Y) under the null hypothesis. Meanwhile this assumption guarantees that
{,12 is ratio-consistent. To further understand this assumption, the following proposition

is established when Z = (X, Y)T follows a multivariate normal distribution.

Proposition 1 Suppose that Z = (X, Y)T ~ N O(p+¢)x1> Ip+q). Then we have

¢* = pg, E{L1(Z,Z)*} = pq,
E{(X'X'Y'Y)") =9pq(p +2)(g +2),
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E{(X'XYTY")*) = 9pq(p +2)(¢g +2),
E{(XTX)ME((Y'Y)"} = 9pq(p +2)(g +2).
Proposition 1 may shed light on the assumption (A1l). It indicates that when Z
follows a standard multivariate normal distribution, this condition holds automatically

as long as n and p + ¢ tend to infinity, which implies that condition (A1) is imposed
reasonably.

Remark 4 Theorem 1 states that the asymptotic null distribution of T}, , , is normal,
and we can reject Hy at a significance level « if

nTn,p,q(X, Y) > Zay/ 2(,12,

where z,, denotes the upper a quantile of A/(0, 1).

2.2 Asymptotic analysis of T, ,, 4(X, Y) under the local alternatives

In this subsection, we turn to the asymptotic analysis of 7}, , , (X, Y) under the local
alternatives.

The following assumption is required for theoretical study.
(A2) E{((XTExyY)?} = o(n'¢?) and B{(X ZxyY")?} = 0(¢?).

Theorem 2 Suppose that assumptions (A1) and (A2) hold. Then as (n, p + q) — o0
we have

T, pqg(X,Y) —tr(TxyXyx)} «
N, 1),
V22 Ao

and {nz is still a ratio-consistent estimator of 2.

Assumption (A2) characterizes the local alternative in the sense that the alternative
is not too far away from the null hypothesis, and thus shows that our proposed statistic
is a degenerate U-statistic. It is noteworthy that this assumption holds automatically
under the null hypothesis and it is given in light of Zhang et al. (2018). In following
we illustrate the assumptions (A1) and (A2) under linear regression model.

Proposition 2 Assume that Y = X' B + ¢ where X and ¢ are independent with X ~
N(©px1,1,) and e ~ N(0, 1). Then we have

2= +9IBI*+2(p +2)IBI* + p.
E{(X"ZxyY)?} = 3II81I* + II8I*,
E{(X"ZxyY)?} = IBII* + IBI%,
E{(X'X'YTY)"} = 0(p*(IBII* + D*},
E(XTX'YTY" = o{p*(I1BI* + D},
E(X"X)ME{(YTY)*} =27p(p + (181> + 1*
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E{L(Z,Z)*} = GIBI* + D* + (p — DUBI* + D*.

Proposition 2 implies that assumption (A1) holds automatically as (n, p) — oo.
Furthermore, assumption (A2) can be satisfied when [|8]2/(1 + IB]%) = o(p/n).
Therefore, assumption (A2) can be viewed as local alternatives.

Remark 5 1t can be inferred from theorem 2 that the asymptotic power of the proposed
test under the local alternatives is

ntr(Xxy Xyx)
S| -z +————].
( e )

where ®(-) is the cumulative distribution function of the standard normal distri-
bution. It is clear to see that this power is dominantly affected by signal to noise
ratio term n(Xxy) = tr(ExyXyx) /\/2?2. Specially, the power tends to & when
n(Lxy) = o(n~1), which implies that the test fails to make a distinction between the
null hypothesis and the local alternatives. Meanwhile, if n(Xxy) has a higher order
of n~!, the power converges to 1 and thus it is a consistent test.

3 Power enhancement technique

InSect. 2, Ty, 4 is constructed based on tr(Xxy Xyx), and its asymptotic distributions
are obtained under regularity conditions (A 1)—(A2). It is worth noting that it is a simul-
taneous measure for association, and its power is adversely affected by the increasing
dimensions, especially under the sparse alternatives. We adopt the power enhancement
technique introduced by Fan et al. (2015), and utilize the marginal association to boost
the empirical power in this case. Define

S =16, J): pP*(Xi, Y}) =28, pg, 1 <i < p,1<j<q)
Tha1(Xi, Y))

Ru(Xi, Yj) = ,
P T (X X Ty (Y, Y )

l<i<p 1=<j<gq,

where 8,54 = clog(log(n))/log(log(pq))(pg)'/*(log(n))¥*/n and p(X;, Y;) is
the Pearson correlation coefficient.

The conditions below are imposed to derive the limiting properties of R, (X;, Y;).
(A3) pg = O0(n),0 < k < 4and E{(XTX'YTY")*} exists.

E(Y;))} and 0 (X;, Y;) is the covariance of random variables X; and Y.
We present the following result regarding the asymptotic behavior of R, (X;, Y;)
under both the null hypothesis and the alternatives.

Theorem 3 Suppose conditions (A3)—(A4) hold. Then we have that
(1) under Hy, almost surely

. max |Rn (X, Yj)| = 0(8n,p,q)1 n — oQ.
l=i=p,1=<j=q
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(2) when S # 0, almost surely

~max Rn(Xi, Yi)| = 8u.pg, 1 —> 00.
<

Assumptions (A3)—(A4) are imposed based on the results of Section 5.3 in Serfling
(1980). pg = 0O(@1*),0 < k < 4 has an explicit relationship between p, g and
n, and means d, , , converges to 0 as n tends to infinity. It is worth noting that
assumption (A3) ensures an almost sure representation of the difference between U-
statistic 7, 1,1(X;, Y;) and its projection. As for condition (A4), it holds automatically
under the null hypothesis and shows that §;; is of order ( pq)~'/? uniformly among pg
components under sparse alternatives, which guarantees an almost sure representation
for the projection of U-statistic Ty 1,1(X;, ¥;). Details can be seen in the proof of
Theorem 3 in the Appendix.

Remark 6 1In light of theorem 3, the screening term used for enhancing the empirical
power can be constructed as follows:

0 _ . .
Tn,p,q - pql (15[5?%’;]’5(] |RH(XZ9 Yj) | 2 Sn,p,q)

where 1(-) is an indicator function. It can be inferred from this theorem that 7, n Y
is negligible under null hypothesis whereas it will diverge to infinity when S # .
Therefore the power of the test will be well enhanced if add the term TO 0W1ng to
taking into account of more information from the alternative. Similar to the dlscusswn
in Fan et al. (2015), a general form of the test statistic can be proposed as follows:

T _ 0
T",PJ] - Tn,p,q + Tn,p,q

It is clear to see from Theorems 1 and 3 that the test statistic 7,,, ,p,q shares the same
distribution as 7, 4, which implies that the proposed test reject H at the significance
level « if Tn p.q = Za. Furthermore, it yields from Theorems 2 and 3 that the empirical
power of Tn, p.q can tend to 1 under some regularity conditions. This also indicates
that the power enhancement technique can be utilized to boost the power as long as a
test statistic has a limiting null distribution such as normal approximation.

Remark 7 Given that the kernel function of U-statistic T}, 1,1(X;, Y;) has finite
fourth moments, the convergence rate, (log(n))3/ 4/n, of difference between a
U-statistic and its projection is obtained in Theorem 5.3.3 of Serﬂing (1980)

which indicates that the convergence rate should be multiplied by a function of pq. In
light of the fact that the kernel function of 7;, 1,1 (X;, ¥;) has finite fourth moments, we
choose (pq)'/*. More details can be found in the proof of Theorems 3. Furthermore,
it is worth noting that the choice of tuning parameter ¢ will affect the performance of
the proposed test in both empirical size and empirical power. To be specific, given the
sample size and the dimension, larger ¢ can lead to a higher probability of control-
ling the empirical size while smaller ¢ has a greater chance of boosting the empirical
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power, which indicates that the choice of ¢ becomes a trade-off between controlling
the empirical size and boosting the empirical power. In practical applications a series
of values are given to identify which ones can meet the need of size control. Based on
the selected values, we choose the smallest value as ¢, which can increase the empirical
power. More details can be found from the Example 1 in the simulation studies.

4 Numerical studies

In this section we illustrate the proposed test procedure by investigating its finite
sample performance through simulations and a real microarray gene data analysis.
For the purpose of comparison, we also consider the following methods. The first one
proposed in Zheng et al. (2022) adopts the Frobenius distance between covariance
matrix. The second procedure is based on the trace of covariance matrix advocated in
Lietal. (2017). The third one utilizes the modified distance correlation established in
Székely and Rizzo (2013). The fourth one is built based on ranks of distances in Heller
etal. (2012) and the remaining one is 7}, 5 , proposed in this paper. To be specific, we
denote the method used in this section as follows:

NEWI1: the test based on 7, p 4:

NEW: the test based on 7, .’

FDS: the test of Zheng et al. (2022);

TCM: the test of Li et al. (2017);

MDC: the test of Székely and Rizzo (2013);
HHG: the test of Heller et al. (2012).

To implement MDC and HHG test procedures, we adopt the dcor.ttest function in
the energy package and the hhg.test function in the HHG package, respectively. We
set the sample size n = 100, 200, and the dimension p + ¢ = 500. The nominal
significance level is fixed at « = 0.05, and the number of independent replications is
1000. All simulation studies are conducted using R version 4.1.2.

Example 1 This example is designed to compare the finite sample performance of the
test procedures. In this example, we assume that

Z=XY) =3"/’Ww,

where the components of W = (Wq, ..., Wl,H_q)T are i.i.d., and W is from the stan-
dard normal distribution N'(0, 1), the uniform distribution U (_ﬁ , \/§), the scaled
student distribution ¢ (6) / /6/4 and the scaled chi-square distribution ( x 2(6)—6)/V/12
with 6 degrees of freedom, respectively. In this example, the dimension is p =
1,5, 10, 20, 50, 100.

Recall from Remark 7, it is of importance to determine ¢ under different choice
of (n, p, q). Thus we set c = (0.1,0.2, ..., 2) and investigate their empirical size of
our proposed test when X = I, ,. Note that the choice of ¢ should not be affected
by the distribution of Wy. Here we choose Wi ~ N (0, 1). Figures 1 and 2 display the
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Fig.1 The empirical size of the proposed test NEW under different values of ¢ in Example 1 whenn = 100
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Fig.2 The empirical size of the proposed test NEW under different values of ¢ in Example 1 when n = 200
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empirical size of the proposed test procedure NEW and show that ¢ = 1 can be applied
to all the settings except for the case (n, p, q) = (100, 1,499) in this Example. We
choose ¢ = 1.5 when (n, p, q) = (100, 1, 499).

Based on the choice of ¢, we investigate the empirical size of these tests when
X =1I,,,. Table 1 presents the results and shows that all the empirical sizes are close
to the nominal significance level « = 0.05. Meanwhile, the fact that little difference
existing between the empirical sizes of NEW and NEW 1 indicates that the screening
term an p.,¢ has little effect on the size under the null hypothesis.

To examine the powers of these test procedures, we set & = (0.5 =/ |)f’ ;_rzl_ The
simulation results are summarized in Table 2. From this table it is convenient to see
that the performance of NEW and FDS outperform the remaining methods, especially
when n = 200, which can be attributed to the adoption of the power enhancement
technique. Furthermore, it is worth noting that the empirical power of each procedure
as n = 200 is much higher than that under the setting n = 100, which shows the large
sample theory.

Example 2 The power of the test procedures are evaluated via the model studied in
Jiang et al. (2013). They define the populations X and Y as

X=U +yU), Y=U,+yU,

where U; = (U, ..., Ull,)T and Uy = (Uyy, ..., Uzq)T are independent, Ug is a
subset of U; consisting of its first p variables, and the factor y represents the degree of
dependence. In this example y = 0.3. We assume that Uy, ..., Uip, Uz1, ..., Uy
are i.i.d., and follow the same distribution as W in Example 1. The dimension is
p = 20, 50, 100 when the sample size is n = 100. As for the sample size n = 200, the
dimension is p = 5, 10, 20. From this model it is easy to calculate that the covariance
matrices are respectively

Ex = (1 +yH,, Zy = 1+, Exy = y(L+ 1)Uy, Opg—p),

where O, ,_, denotes a p X (¢ — p) zero matrix. Table 3 displays the performance
of these methods, and shows the empirical power of each procedure increases with
the increasing dimension p, which implies that these methods are effective against the
dense alternatives. At the same time to achieve the same performance for each of these
test procedures, the dimension p under the setting that n = 200 can be much smaller
than that of n = 100, which implies that the powers of these methods can tend to be
1 as long as the sample size n is sufficiently large.

Example 3 To illustrate the application of our proposed procedure in high-dimensional
settings, we analyze a microarray data reported in Scheetz et al. (2006). In order to gain
a broad perspective of gene regulation in the mammalian eye and to identify genetic
variation relevant to human eye disease, 120 twelve-week-old male offspring were
chosen for tissue harvesting from their eyes and microarray analysis. 18,976 probes
on the array which was used to analyze the RNA from the eyes of these F2 animals
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Table 4 P-value in Example 3

n p NEW1 NEW FDS TCM MDC HHG
120 18,975 0 0 0 0 0 0.005
18,956 0.895 0.895 0.875 0.878 0.749 0.493

were detected sufficiently expressed and variable. More details of the experiment can
be found in Scheetz et al. (2006).

Note that 1389163 _at, one of the 18,976 sufficiently expressed probes, is from the
gene TRIM32. This gene is found in Chiang et al. (2006) to cause an extremely hetero-
geneous human obesity syndrome known as Bardet-Biedl syndrome. The relationship
between the probe 1389163_at and the remaining 18,975 ones is first investigated.
The P-values of the three tests are listed in Table 4 and denoted by p = 18,975, which
suggests that gene TRIM32 and the rest of gene exhibit some type of association.
Huang et al. (2008) verified this situation and further studied the data set. They used
the adaptive Lasso in sparse high-dimensional linear regression models and selected
19 genes whose expression are most correlated with that of gene TRIM32. Exclud-
ing these 19 probes, we take another test to check whether the probe 1389163_at is
associated with the 18,956 ones or not. To remove the effects of these 19 genes on
TRIM32, we replace the value of TRIM32 with the residual from a multiple linear
regression on the response variable TRIM32 and these 19 genes being the predictors.
Table 4 also presents the result when p = 18, 956, which shows the absence of a linear
relationship between the gene TRIM32 and the 18,956 ones.
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Normal University, and New Young Teachers’ Research Initiation Fund Project, Capital University of
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Appendix

Proof of Theorem 1 Without loss of generality, we can assume that E(X) = 0,
and E(Y) = O0yx1 hereafter. Define that & = Var{h.(Zy,...,Z.:)}, where
he(z1y ..., 2¢) =B{h(z1, ..., 20 Lexts - . ., Lg)} forc = 1,2, 3, 4. Denote G(X, X)
= X"X" and H(Y,Y') = Y'Y’ Observe that E{L(Z,Z)} = E{L(Z,Z)|Z} =
E{L(Z,Z))|Z'} = 0 under the null, and that E{G (X, X)|X} = E{G(X, X)X} =
E{H(Y,Y)|Y} =E{H(Y,Y)|Y'} = 0. Then we can obtain under the null hypothe-
sis that

hi1(Zy) =0,
1
ho(Zy1,Z,) = EG(XI» X2)H (Y1, Y2),
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1
h3(Zy,2,,73) = E[{ZG(XI’ Xo) - G(X1,X3) — G(X3,X3)}H(Y1,Y7)

+2G6(X1,X3) — G(X1, Xo) = G(X2, X3)}H (Y1, Y3)
+H26(X2, X3) — G(X1, X2) — G(Xy, X3)}H(Y2, Y3)],
ha(Zy,2s, 23, 2y) = %[{2G(X1, X2) +2G(X3,Xy) — G(X1, X3) — G(Xy, Xy)
- G(X2,X3) — G(Xo, Xy){H (Y1, Y2) + H(Y3, Ya)}
+ {26 (X1, X3) +2G(X, Xy) — G(Xy, Xp) — G(X, Xy)
- G(X2,X3) — GX3, X9){H (Y1, Y3) + H(Y2, Y4)}
+{2G(X1, X4) +2G(X2, X3) — G(X1, X2) — G(X1, X3)
—G(X2,X4) — GX3, X)H{H (Y1, Ya) + H(Y2, Y3)}].

Under Assumption (A1) we have

2
£ =06 = §—6 & = ong?), & = o(n’c?).

Applying the Hoeffding’ decomposition in Serfling (1980), we get that

L(Z;,Z))
nTypqeX,Y) liig:iin ! +o, (D)
= »(1).
V2 (3)

Wiite M; = Y/ L(ZiZp), So = YL, Y0 L@z = Y, My
and the filtration .%, = o{Zy,...,Z,}. Since E{L(Z,Z))} = E{L(Z,Z)|Z} =
E[L(Z,Z)|Z'} =0, then E(S,) = 0 and for u < v,

v u v j—1
EGSulZ) = Su+ Y, Y BILZ,Z)IZ)+ Y Y E(L(Zi,Z))}
j=u+li=1 j=ut2 i=u+1

= Su.

This implies that S, is adaptive to .%, and thus it is a mean-zero martingale sequence.
To obtain the asymptotic normality of ), <i<j<n L(Zi, Z)))/ ('21)52, we only
need to verify the two following conditions given by Corollary 3.1 in Hall and Heyde
(1980).
Condition (1): the conditional variance

2

n P

j=2

@ Springer
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and Condition (2): the conditional Lindeberg condition, that is, for all € > 0,
1 " 5 P
) — 12 .
m;E[MjIHMﬂ > ey/n(n — )¢ }|§,_1] L0
To prove condition (1), it is sufficient to prove that

2 " 5 B
nn = D22 ;E(Mf"%‘l) =h

and

2 ! 2

Notice again that E{L(Z,Z)} = E{L(Z,7))|Z} = E{L(Z,7/)|Z’} = 0. We then
show that

2 . 2\ or.

J—1

2 n
- WgE S L(Zi.2)L(Zy. Z))

’

ii'=l1
=1

Next we will prove that
2 n
§ : 2\ 7.
Var mj_zE(Mng]—l) — 0.

Recall that L((Z,7) = E{L(Z,Z")L(Z',7")|(Z,Z)}. 1t is easy to check that
E{L(Z,Z)} = E{L\(Z,Z)|Z} = E{L\(Z,Z))|Z} = 0.
Then we have that
n
Var ZE(sz.L?j,l)
j=2

=ZVar{E(M}|yj_1)}+2 3 Cov{E(sz-lfj_l),E(Mtzlﬁ,_l)}

j=2 2<j<t<n
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_ nn—12n—-1) n(n—1)%(n —2)

- Var{L,(Z, 7)) + 3 E{L((Z,Z)%}.

When assumption (A1) is true, we thus obtain that

2
n(n — 1);2

4

ZE(M Lg.] 1) WV&I’

> EIM;|.7; 1)
j=2

— 0

)

which ensures condition (1).
Next condition (2) will be verified. Direct calculation shows that

n y

> Y E(L(Zi.Z)L(Ziy, L)) L(Zis, Z)) L(Zi,. 7))
Jj=2i1,i2,i3,i4=1

nn—1)

2_EGM
j=2

E{L(Z,Z)*1+n(n —1)(n — 2)E[L(Z,Z)>L(Z,Z")?].

Again under assumption (A1), it is easy to show that

l n
—3 D EM]) = 0,
n-¢ =
which implies that

1 o p
j=2

Notice that for all ¢ > 0,

TrE= ZE[M HIM;| > ey/n(n — D¢Fj 1]

n(n — 1)

1 4
=

which implies condition (2).
Therefore, we can show that

Y L(Z,Z)

I<i<j<n

(5)¢?

4 N, 1),
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Using the Slutsky theorem we obtain that

a0 4, 1) @

In the following, we will show the consistency of an. That is,

2
%_Ll. (42)

To obtain this result, it is sufficient to verify E(¢2/¢%) — 1 and Var(¢2/¢?) — 0,
respectively. Recall the definition of A;; and B;;, we can rewrite them in the following
form:

1
Zak, mzakl’

k£l

n—3 1 1
=n_1G@Xﬂ—;3§:mxxwﬁ:3§:m&xp
1¢{i. ]} ki, j}
+ ! Y G X))
(n—2)(n—3) o

kLY. j}=0

n—3
= nT(In,l + In,2 + ]n,3 + In,4)s

Bij =b~——2blz— Zbk] Wzbkh

k£l

n—3 1 1
= T HYe YD == D HYW YD — o= ) HOYLY))
[¢{i,j} keli,j}
+ ! Z H(Y,Y))
(n—2)(n—3) o

k. Iy N j}=0

n—3
= Una + dna+ Jns ),

Notice that E{G (X, X")|X} = 0and E{H (Y, Y')|Y} =0, wehavefor1 <i # j <n,

(n — 1) 2 .2
(n— 3)4 E(Al] Bl])

=E{Up1 + Inp + In3 + 1n0) > Unt + Ino + Jn s + Jna)?)
=E[{} | + 2Ly 1Un2 + In3 + Ina) + Un 2 + I3+ In.a)?}

@ Springer



2708 Y.Chenetal.

2 42001 Un 2+ Jns + Ina) + Uno + Jn s + Jna)}]

=BU2 T2 ) + 2E{12 1Ty 1 Unp + Jn3 + Iy )} + 2B{2 L1 o + In 3+ 1,4}
HE{IZ | (Up2 + I3+ @)+ B Un 2 + In 3 + 1n.#)?} + B2, 1 (I
a3+ Ing) + Un2 + I3 + Ina)?)
21 Un2 + In 3+ Jna) + Una + Jn 3 + Jn ),

which implies that

4
< O{EL /7o) + BUg I3 3) + B 107 )

+E; 507 ) + B 00700 + B 007 3) + B, 57 )

+E(; 307 ) + B 37 0) + By 307 3) + E(L7 37 )

n

+EU; 47 ) + BT 407 0) + By 47 3) + EUL 7))

B%) —E(I} 7))

By the Cauchy—Schwarz inequality, we have under condition (A1) that

E{G(X,X)2H(Y,Y")?} < VE{GX,X)*H(Y,Y")*}

o(ng?),

E{G(X, X)}JE{H (Y, Y")?} < VE{GX, X)"E{H (Y, Y")*}
= o(nfz).

Then it is trivial to check that
E(L; 1)) = 2

1
E(l;1772) = w2t |:G(Xi,Xj)2 { > HY:.Y)?
1¢{i.J}

+ > H(Y,-,YnH(Y,«,Yp)”

(LY. j}=0

_ ! E{G(X, X)2H(Y,Y")?}
(n—2) ' '

= 0(g?).

E(I;J;3) = BU; 207 ) =EU; 377 )
_ ; N2 11N2
= ” _2)E{G(X,X) H(Y,Y")"}
= 0(g?).
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1
E(I; 17 = mE |:G(Xian)2 [ > 2HYY)?
(ky i, j}=0
+ Y 4H(Yk YDH(k Yr)
{k.LUY Wi j}=0

+ > H(Yk,YnH(Yk/,Ym”

(kK LY j)=0

_ = N2 N2
= 3 HOX XVIEH Y. Y)Y

= 0(5?),

E(l; 4J70) = —5 FIGX X JEH (Y, Y)?)

(n—2)(n
= o(¢?),

1
BUialia) = (5B || 22 6K X0P+ 30 GO XDG(Xi. Xi)
" 14004} LY (W)=

H YHYLY) + ) H(Yi,YnH(Y,»,YmH
1¢{i,j} (LY. =9

1 ) n—3
n—2" T2
2(n —3)
(n—2)3
-0 {:2+E{G<X, fz)zH(Y’Y >2}}

E{G(X,X)?H(Y,Y")?}

+ E{GX, X H(Y,Y)GX,X")H(Y,Y")}

= o(¢?),
2 2 1 5 n—23
Elly3dns) = (n—2)3 e (n—2)3
2(}’! - 3) / / " "
+ T EGX, XHH(Y,Y)GX,XYH(Y,Y"))
(n—2)3
0 { 2 +E{GX, X)?H(Y,Y")?} }
n2

E{G(X,X)?H(Y.Y")?},

IA

= 0(¢?),

1
E(ialiy) = rapB | | 22 OXeX0’+ 30 G X)G(Xi Xr)
" 14004} (L)Y (Y11=

{ SNHNLY) + Y H(kaYj)H(Yk”Yj)H
ke{i.j} {(k,ky i, j)=0

_ # "2 N2 n—3
= E{GX,X)"H(Y,Y")"} +

I N2 N2
w7 o =2y B X ELH (Y, Y7)
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2(n —3)
(n—2)>3
0 {E{G(X, XN2H(Y,Y")?} + E{G(X, X)3JE{H (Y, Y)?} }

+ E{GX, X")H(Y, Y")GX' X )VH(Y' Y")}

n2

= o(¢?),
2 2 _
E(In,3‘]n,2) - (n _ 2)3
2(n —3) 7 " /7~ !~
+ ZE{GX, XHH(Y,Y"GX' ,XYH(Y',Y")}
(n—2)3
o ! E{GX,X)2H(Y,Y")?} + E{G(X,X)IE{H(Y, Y)?%} }

n—3

=2 FOX X IE(HY. Y))

E{GX,X)2H(Y,Y")?} +

n2

= o(¢?),

1
B} 00) = ————E[1 Y 6Xu X+ ) GXi. XDG(Xi. X))
(=2 =3 1¢{i.j) (LY Wi j)=9

{ > 2HNLY)'+ > 4H(Yi YDH(Yi, Yp)
(k.Y N, j1=0 (kLYW J}=0

+ > H(Yk,YnH(Yk/,Yp)”
k& LYWL j =9
= mmm —2)(n —3)EGX, X)) H(Y,Y"?)
+2(n = 2)(n = 3)(n — HEG (X, X))E(H (Y, Y)*)
+4(n —2)(n — HEGX, X)GX, XHH(Y, Y"?)
+8(n —2)(n —3)(n —HE{GX, XHYH(Y,Y"NGX',XYH(Y',Y")}

-0 { E(G(X,X)2H(Y,Y")? E(G(X, X))HEH(Y,Y)?) }

= o(¢?),

E(I; 307 4) = By 407 5) =EU; 477 3)

E(G(X,X)2H(Y,Y")? E(GX, X))HE(H(Y,Y)?
_Oi(G(, ) H(Y, ))}+0{ (GX,X"))E(H (Y, ))}

n3 n3

= o(5?),

B2, %) = — B > 46Xk X)G Xk, Xpr)
n,4vn, (I’l _ 2)4(n _ 3)4 UL (30 )=
sby L, ] =

+ ) 26X’ + > G(Xk,xnc(xk/,xm}
(kYN =0 (k& LI, j}=0

i > 2HNYLYD'+ ) 4H(Yx, YDH(Yi, Yp)
(k.Y i, j)}=0 (kLYWL J}=0
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(k& LY O Y=

- > H(Yk,YnH(Yk/,Ym”

- m[o(”zf %) + O(W’E(GX, X’ H(Y, Y")))} + O{n*E(

GX, X)EH (Y, Y))} + On’E(GX, X H(Y,Y)H(Y,Y")}
+O{R’EH(Y,Y)?GX, XNGX', X))}
+0{n*E(G X, XGX,XVH(Y, Y H(Y,Y"))}
+0{r*E(GX, XGX,XVH(Y, Y H(Y',Y")}
+O0{n*E(GX, X)GX,X)VHXY",YYH(Y",Y"))}
+O0{n*E(G X, XGX", X"VH(Y,Y)YH(Y",Y"))}
+O0{n*BE(G X, XGX",X"VH(Y, Y YH(Y',Y'DN
<0 i%} Lo iE(G(X, X)?H(Y,Y")?) } I {E(G(X, X)?)E(H (Y, Y/)Z)}

= 0(¢?).

nt nt

From the computations above we can conclude under assumption (A1) that

2

Using similar technique we also show under assumption (A1) that

;‘2
Var ({—”2) — 0.

This proof is thus completed.
O

Proof of Proposition 1. Note that Z = (X, Y)T is from multivariate normal dis-
tribution N'(O¢p+¢)x1,I(p+¢))- Then we can conclude that X and Y are inde-
pendent, X ~ N(0pxi,I,) and Y ~ N(Oyx1,1y). Therefore we only need
to compute ¢2, E{L1(Z,Z))%} and E{(X"X'Y'Y")*} since E{(X'X'YTY)* =
E{XTXYTY"* = E{(XTX)*E{(YTY”)*}. Direct calculations show that

¢ = E{IXIPE(IYI?) = pg,

E{L((Z,Z)*} = E{X"X)}JE{(Y'Y)?} = pq,
E(X'X'YTY)*} = 9E{IX|YJE{IYII*} = 9pq(p + 2)(g +2).

m}

Proof of Theorem 2 Recall the expression of hy(Z1, Z;, Z:3, Z4) in the proof of Theo-
rem 1, and the fact that E{G (X, X)|X} = E{G(X, X)|X'} = 0and E{H (Y, Y)|Y} =
E{H(Y,Y")|Y'} = 0, we obtain the corresponding h1(Z1), h2(Z1,Z>) and h3(Z;,

@ Springer
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7, 73) under the local alternative as follows.

1
hi(Zy) = E{K(Xl, Y)) +tr(ZxyXyx)},

1
hy(Zy, 1) = g{G(Xl,Xz)H(Yl,Yz) +2K(X1,Y)) +2K(X2,Y>)
—K (X2, Y1) — K(X1, Y2) +tr(Zxy Xyx)},
1
h3(Zy,2,,73) = E[{2G(X1, Xo) - G(X1,X3) — G(X3, X3)}H(Y1,Y?)
+26(X1, X3) - G(X1, Xo) — G(X2, X3)}H (Y1, Y3)
+2G (X2, X3) — G(X1, Xo) — G(X1, X3)} H(Y2, Y3)
+2K(X1,Y1) — K(X2, Y1) — K(X3,Y)) +2K (X3, Y2)
—K(X1,Y2) — K(X3,Y2) +2K(X3,Y3) — K(Xy,Y3)
_K(X2v Y3)7

where K (X;,Y;) = XlT XxyY ;. Againusing the Hoeffding decomposition in Serfling
(1980). we can show under assumptions (A1) and (A2) that

> L(Zi, Z))
n(Ty,p.qX,Y) — tr(Exy Xyx)) _ lsi<j=n +o,(l)
Vo TR

where Z(Zi, Zjl = L(Zi, Zj) = K(X,‘, Yi) — K(XJ’ Yj) + tI‘(EXYzYx).

Note that E(L(Z, 7)) = E(L(Z,Z)) | Z) = E(L(Z,Z') | Z) = 0. Using similar
arguments by replacing L(Z;, Z;) in the proof of Theorem 1 with L (Z;,Z;), we can
show that -

Y L(Zi,Z))

I<i<j<n

(5)¢?

4, N, 1,

which yields that

n(Ty pqeX,Y) —tr(TxyXyx)) d
N, 1).
V2¢2 —NOD

Applying similar technique in proving the ratio-consistency in theorem 1, it is easy to
show that

provided that conditions (A1) and (A2) hold. We thus complete this proof.
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Proof of Proposition 2. For ||| # 0, we assume that U is a p x p orthogonal matrix
whose first column is 8/||B8]|. Then S = (51, ..., ST = UTX ~ N(0px1,1).
Moreover, §" = (S], ..., S;,)—r =U™X and 8" = (S7, ..., SZ)T = UTX” can be
viewed as copies of S. Note that E(S1) = 0, E(S?) = 1 and E(S}) = 3. Elemental
calculations show that

¢ =E{L(Z.Z))*)
= E(X' X)X B +&)>X' B +¢)?)
= E{(X X)X (X B2+ D(X' B2+ 1)}
— E(XTX)2(X 82X B2+ X8> + X' B)? + 1))
= E(S"SO(IBI*STS;? + 18175 + 1BIS;” + 1))
= (p+IBI*+2(p + DIBI* + p,
E{(X'XY'Y)"
= E(X"X)* X B +e)* X' B+ &)Y
= E(X"X)* (X B)* + 6(XT )% + 33X B)* + 6(X' T B)> +3))
= E{(STS)* (18IS} + 6181757 + 3)(IBI*S'T + 61BI7ST +3)}
= 0{p*(IBI* + %},
E{(X'XY'Y)"
= E(X"X)* X B+ )* X" B + ¢
=9(I811* + D2E{IX|*(X" B)* + 6(XT B)* + 3)}
= 9(IB1* + D’E{ISI*(1BI*ST + 61817 ST + 3)}
= 0{p*(IBI* + D%},
E{(X"XHE((YTY)"
= E{(X"X)ME{(XT B + ) E(X' B + )"
=27(1BII> + D*E(IX|*)
=27p(p + (181> + D™

We then calculate E{(XT £xyY)?} and E{K (X" TxyY")?}. It is easy to show that
X"ZxyY =X"BY and X" ZxyY’ = X' BY’. Then we can obtain that

E{(X"ZxyY)?} = E{(X " B)2(XB)* +2eX" B + &%)}
=E{X"p* +E(X )%
= IBI*E(S]) + I1BIPE(SD)
=381 + 1811%,

E{(X ExyY)?) = (X B)HE(X )2 +2¢'X " B + %)
= E(XTBYE(X 8% + 1)
— |BIE(SHEIBIPS'T + 1)
= |BII* + I1BII*.

@ Springer
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Next we consider E{L;(Z, Z/)?}.
Careful calculations show that

E(L\(Z.Z))*)
=E[{E(L(Z. Z")L(Z . Z")|(Z.Z))}’]
= EH{E(YY'X" XX ' X"Y?|(X, Y, X, Y)}?]
— EHE(YY'X" XX"X"(X""$)2 + DI(X, Y, X, Y)}2]
=E[(IBIS: +&2(IBIS] +&)?

p 27
{(3”/3”2 + DSiS;+ (IBIP + 1) ZS;-SE}

i=2

= E[(IBI'STS"T + 18IS + 18IS + 1)

p 2
{(3”/3”2 + DS+ (B2 + 1) Zs,.s;}

=2
= GIBI>+ D* + (p — DUBI* + D*.

Thus this proof is completed. O

Proof of Theorem 3 (1) Let Ay, p, 4, = n(pugn)~*(logn)=3/*. 1t suffices to show

that, for any & > 0, almost surely A, p, 4, max |Rn(X;, Yj)| < e forall n
lfifpnvlfij”

sufficiently large, that is,

Pr (An,pn,qn max |Rn(X;, Y;)| > ¢ for infinitely many n) =0.

lfifpnvlfjf%z

Applying the Borel-Cantelli lemma, it suffices to show that

o0
ZPr( max (An,pmqn max |Rn (X, Yj)|> > 8) < 00.

k=0 21‘51152"‘*'] I1<i<pn,1<j=<gn

Notice that 7, 1,1(X;, X;) and T;, 1,1 (Y, Y;) are U-statistics of order 4. By the Theo-
rem 5.4.C in Serfling (1980), it is easy to check that foreachi, 1 <i < p,1 < j <gq,
almost surely

B0 o (L) B0 dD (L)
o2(Xi, Xi) Vi) oY) Y)) )
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provided the assumption (A3) holds. In addition, under Ho, E{G (X;, X))H (Y, Y ;)} =
K (X;,Y;) = 0. We can obtain from a standard result in section 32 of Loe¢ve (1978)
and Markov’s inequality that

o0
X, Y;
;Pr <2k<n<2k+l()\‘n Prodn l<i§g}i§j§q»; |Rn( v j)|) ~ 8)
k+1 9ok+1
< Pr max R.(X;,Y)|) > ¢
< Z ; (2k<n<2 (o R (X Y1) )
9ok 24(k+1) B(ITo 1 (Xi, Y))I)

2:: (k + 1)3 porr1gorr1(log 2)3 o4(X;, X))o (Y}, Y))

O((k+ 1)),

Mg i E/\ﬂg i Mg
||M

~
Il
(=)

where the last equality follows from Theorem 5.3.2 in Serfling (1980). Thus the result
in (1) can be obtained.
(2) We need to show that almost surely

Pr( max | R,(Xi, Y| <8, pqlS # ﬂ) -0, n— oo. 43)

To obtain the result, it is sufficient to prove that

To11(Xi, Y)) —o2(X;,Y;
Pr max | n,l,l( i ]) (Xi ])| >8n,p,q|S§é® -0,

I<i<p,1<j=<q \/O'Z(Xl‘, X,-)GZ(Y]', Yj)

since

Pr <1§i§I}71ﬁX§j§q IRa (X, Yj)| < 8n,p,q|s i @>

T, X;,Y:) —o2(X;,Y;
< Pr max [T, 1,1 (X, ]) o“(X; j)| >5n,p,q|S§é®

- I<i<p,1<j<q \/GZ(XI-, Xi)o2(Y;, Y;)

Write the projection of U-statistic 7;,,1,1(X;, Y;) as

n
T (Xi, Y)) = Y BTy 11 (Xi, Y)I(Xui, Yip)} — (n = Do (X;, Y.
t=1

Thus we obtain that
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Th11(Xi, Y) — o2 (X, Y;)

4 < ~
= =Y K Y) = X YD} + (T (X0, ¥ = T (X2, Y.
t=1

where K(Xy;, Y;j) = o(X;, Y;)X,;Y;;. Similar to prove (1), it is easy to check that
almost surely

o~

Tu1,1(Xi, Y)) = T 11(Xi, Y,
| n,l,l( i j) "'1’1( ! j)| =0(5n,Psf{), n— oo.

max
I<i<p,1<j=<q \/0'2(X,',X,‘)62(Yj, Yj)

Hence, we only need to show that

4 SN K (X, V) —o2(X,, Y
Pr Smax |- Kei, ¥y) = 07 (Xi. V) >0 pglS#ED] — 0.
Isizp.lsj=q|\n i \/Gz(Xi,Xi)Uz(Yj,Yj)

Similarly, we have that

o) n 2
4 K(X;i, Yyj) —o“(X;, Y;)
ZPr . manH(kn,pmqn 1<_<rnalx< N b Z )>¢
k=0 P=n=2 SISP SIS0 |G \/UZ(XhXi)O'Q(Yja Yj)
Pok+1 4ok+1 . max
— < 22(k+1) 1<i<pok41, 127 2q041

M

-2
e
; Z (k 4+ 132 (ppes1gor+1) 12 (log 2)3/2 2% 62(X;, Xj)o (Y}, ¥;)

k j=1

Il
S

Otk +1)73/?),

M

~
Il
S

where the last equality is true when (A4) holds. Therefore, we have almost surely that

Ty 11X, Y —a2(X;,Y;
| n,l,l( i J) ( i /)| :0(5n,p,q)v n— 0o,

. max .
I<i<p,1<j=<q \/Gz(Xi, Xi)o’z(Yja Yj)

This proof is thus completed.
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