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Preface

Scheffé’s old book (The Analysis of Variance, Wiley, 1959) still seems to be best for
the basic ANOVA theory. Indeed, his interpretation of the identification conditions on
the main and interaction effects in a two-way layout is excellent, while some text-
books give an erroneous explanation even of this. Miller’s book Beyond ANOVA
(BANOVA; Chapman & Hall/CRC, 1998) intended to go beyond this a long time
after Scheffé and succeeded to some extent in bringing new ideas into the book — such
as multiple comparison procedures, monotone hypothesis, bootstrap methods, and
empirical Bayes. He also gave detailed explanations of the departures from the under-
lying assumptions in ANOVA — such as non-normality, unequal variances, and cor-
related errors. So, he gave very nicely the basics of applied statistics. However, I think
this would still be insufficient for dealing with real data, especially with regard to the
points below, and there is a real need for an advanced book on ANOVA (AANOVA).
Thus, this book intends to provide some new technologies for data analysis following
the precise and exact basic theory of ANOVA.

A Unifying Approach to the Shape and Change-point
Hypotheses

The shape hypothesis (e.g., monotone) is essential in dose-response analysis, where a
rigid parametric model is usually difficult to assume. It appears also when comparing
treatments based on ordered categorical data. Then, the isotonic regression is the most
well-known approach to the monotone hypothesis in the normal one-way layout
model. It has been, however, introduced rather intuitively and has no obvious optimal-
ity for restricted parameter spaces like this. Further, the restricted maximum likelihood
approach employed in the isotonic regression is too complicated to extend to non-
normal distributions, to the analysis of interaction effects, and also to other shape con-
straints such as convexity and sigmoidicity. Therefore, in the BANOVA book by
Miller, a choice of Abelson and Tukey’s maximin linear contrast test is recommended
for isotonic inference to escape from the complicated calculations of the isotonic
regression. However, such a one-degree-of-freedom contrast test cannot keep high
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power against the wide range of the monotone hypothesis, even by a careful choice of
the contrast. Instead, the author’s approach is robust against the wide range of the
monotone hypothesis and can be extended in a systematic way to various interesting
problems, including analysis of the two-way interaction effects. It starts from a com-
plete class lemma for the tests against the general restricted alternative, suggesting the
use of singly, doubly, and triply accumulated statistics as the basic statistics for the
monotone, convexity, and sigmoidicity hypotheses, respectively. It also suggests
two-way accumulated statistics for two-way data with natural ordering in rows and
columns. Two promising statistics derived from these basic statistics are the cumula-
tive chi-squared statistics and the maximal contrast statistics. The cumulative chi-
squared is very robust and nicely characterized as a directional goodness-of-fit test
statistic. In contrast, the maximal contrast statistic is characterized as an efficient score
test for the change-point hypothesis. It should be stressed here that there is a close
relationship between the monotone hypothesis and the step change-point model.
Actually, each component of the step change-point model is a particular monotone
contrast, forming the basis of the monotone hypothesis in the sense that every mon-
otone contrast can be expressed by a unique and positive linear combination of the
step change-point contrasts. The unification of the monotone and step change-point
hypotheses is also important in practice, since in monitoring the spontaneous report-
ing of the adverse events of a drug, for example, it is interesting to detect a change
point as well as a general increasing tendency of reporting. The idea is extended to
convexity and slope change-point models, and sigmoidicity and inflection point
models, thus giving a unifying approach to the shape and change-point hypotheses
generally. The basic statistics of the newly proposed approach are very simple and
have a nice Markov property for elegant and exact probability calculation, not only
for the normal distribution but also for the Poisson and multinomial distributions. This
approach is of so simple a structure that many of the procedures for a one-way layout
model can be extended in a systematic way to two-way data, leading to the two-way
accumulated statistics. These approaches have been shown repeatedly to have excel-
lent power (see Chapters 6 to 11 and 13 to 15).

The Analysis of Two-way Data

One of the central topics of data science is the analysis of interactions in the general-
ized sense. In a narrow sense, interactions are a departure from the additive effects of
two factors. However, in the one-way layout the main effects of a treatment also
become the interaction effects between the treatment and the response if the response
is given by a categorical response instead of quantitative measurements. In this case
the data y;; are the frequency of cell (7, j) for the ith treatment and the jth categorical
response. If we denote the probability of cell (i, j) by p;;, the treatment effect is a
change of the profile (p;;, pi, ..., pip) Of the ith treatment, and the interaction effects
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in terms of p;; are concerned. In this case, however, the naive additive model is often
inappropriate and a log linear model

log pjj=p+a;+p;+ (aﬂ)zj

is assumed. Then, the interaction factor (af); denotes the treatment effects. In this
sense the regression analysis is also a sort of interaction analysis between the expla-
nation and the response variables. Further, the logit model, the probit model, the inde-
pendence test of a contingency table, and the canonical correlation analysis are all
regarded as a sort of interaction analysis. In previous books, however, interaction anal-
ysis has been paid less attention than it deserves, and mainly an overall F- or y*- test
has been described in the two-way ANOVA. Now, there are several immanent pro-
blems in the analysis of two-way data which are not described everywhere.

1. The characteristics of the rows and columns — such as controllable, indicative,
variational, and response — should be taken into consideration.

2. The degrees of freedom are often so large that an overall analysis can tell
almost nothing about the details of the data. In contrast, the multiple compar-
ison procedures based on one-degree-of-freedom contrasts as taken in
BANOVA (1998) are too lacking in power and also the test result is usually
unclear.

3. There is often natural ordering in the rows and/or columns, which should be
taken into account in the analysis. The isotonic regression is, however, too
complicated for the analysis of two-way interaction effects.

In the usual two-way ANOVA with controllable factors in the rows and columns,
the purpose of the experiment will be to determine the best combination of the two
factors that gives the highest productivity. However, let us consider an example of
the international adaptability test of rice varieties, where the rows represent the
44 regions [e.g., Niigata (Japan), Seoul, Nepal, Egypt, and Mexico] and the columns
represent the 18 varieties of rice [e.g., Rafaelo, Koshihikari, Belle Patna, and Hybrid].
Then the columns are controllable but the rows are indicative, and the problem is by
no means to choose the best combination of row and column as in the usual ANOVA.
Instead, the purpose should be to assign an optimal variety to each region. Then, the
row-wise multiple comparison procedures for grouping rows with a similar response
profile to columns and assigning a common variety to those regions in the same group
should be an attractive approach. As another example, let us consider a dose—response
analysis based on the ordered categorical data in a phase II clinical trial. Then,
the rows represent dose levels and are controllable. The columns are the response vari-
ables and the data are characterized by the ordinal rows and columns. Of course, the
purpose of the trial is to choose an optimal dose level based on the ordered categorical
responses. Then, applying the step change-point contrasts to rows should be an attrac-
tive approach to detecting the effective dose. There are several ideas for dealing with
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the ordered columns, including the two-way accumulated statistics. The approach
should be regarded as a sort of profile analysis and can also be applied to the analysis
of repeated measurements. These examples show that each of the two-way data
requires its own analysis. Indeed, the analysis of two-way data is a rich source of inter-
esting theories and applications (see Chapters 10, 11, 13, and 14).

Multiple Decision Processes

Unification of non-inferiority, equivalence, and superiority tests

Around the 1980s there were several serious problems in the statistical analysis of
clinical trials in Japan, among which two major problems were the multiplicity prob-
lem and non-significance regarded as equivalence. These were also international pro-
blems. The outline of the latter problem is as follows.

In a phase III trial for a new drug application in Japan, the drug used to be compared
with an active control instead of a placebo, and admitted for publication if it was eval-
uated as equivalent to the control in terms of efficacy and safety. Then the problem
was that the non-significance by the usual 7 or Wilcoxon test had long been regarded as
proof of equivalence in Japan. This was stupid, since non-significance can so easily be
achieved by an imprecise clinical trial with a small sample size. The author (and sev-
eral others) fought against this, and introduced a non-inferiority test which requires
rejecting the handicapped null hypothesis

Hyono :p1<po—A
against the one-sided alternative
Hyon1 :p1>po—A4A,

where p, and p, are the efficacy rates of the test and control drugs, respectively.

Further, the author found that usually A =0.10, with one-sided significance level
0.05, would be appropriate in the sense that the approximately equal observed efficacy
proportions of two drugs will clear the non-inferiority criterion by the usual sample
sizes employed in Japanese phase III clinical trials. Actually, the Japanese Statistical
Guideline employed the procedure six years in advance of the International Guideline
(ICH E9), which employed it in 1998. However, there still remains the problem of
how to justify the usual practice of superiority testing after proving non-inferiority.
This has been overcome by a unifying approach to non-inferiority and superiority tests
based on multiple decision processes. It nicely combines the one- and two-sided tests,
replacing the usual simple confidence interval for normal means by a more useful con-
fidence region. It does not require a pre-choice of the non-inferiority or superiority
test, or the one- or two-sided test. The procedure gives essentially the power of the
one-sided test, keeping the two-sided statistical inference without any prior informa-
tion (see Chapter 4 and Section 5.4).
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Mixed and Random Effects Model

In the factorial experiments, if all the factors except error are fixed effects, itis called a
fixed effects model. If the factors are all random except for a general mean, it is called
a random effects model. If both types of factor are involved in the experiment, it is
called a mixed effects model. In this book mainly fixed effects models are described,
but there are cases where it is better to consider the effects of a factor to be random; we
discuss basic ideas regarding mixed and random effects models in Chapter 12. In par-
ticular, the recent development of the mixed effects model in the engineering field
profile analysis is introduced in Chapter 13. There is a factor like the variation factor
which is dealt with as fixed in the laboratory, but acts as if it were random in the exten-
sion to the real world. Therefore, this is a problem of interpretation of data rather than
of mathematics (see Chapters 12 and 13).

Software and Tables

The algorithms for calculating the p-value of the maximal contrast statistics intro-
duced in this book have been developed widely and extensively by my colleague
and I decided to support some of them on my website. They are based on Markov
properties of the component statistics. As described in the text, they are simple in prin-
ciple; the reader is also recommended to develop their own algorithms. Presently, the
probabilities of popular distributions such as the normal, ¢, F, and chi-squared are
obtained very easily on the Internet (see keisan.casio.com, for example), so only a
few tables are given in the Appendix, which are not available everywhere. Among
them, Tables A and B are original ones calculated by the proposed algorithm.

Examples

Finally it should be stressed that all the newly introduced methods have originated
from real problems which the author experienced in his activities in the real field
of statistical quality control, clinical trials, and the evaluation of the New Drug Appli-
cation from the regulatory side. There are naturally plenty of real examples supplied in
this book, compared with previous books. Also, this book is not restricted to ANOVA
in the narrow sense, but extends these methodologies to discrete data (including con-
tingency tables). Thus, the book intends to provide some advanced techniques
for applied statistics beyond the previous elementary books for ANOVA.
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Notation and Abbreviations

Notation

Asterisks on the number

(e.g., 2.23% or3.12*"): statistical significance at level 0.05 or 0.01
Column vector: bold lowercase italic letter, v

Matrix: bold uppercase italic letter: M

Transpose of vector and matrix: v, M

Observation vector: one-way,
!
Y=V Y125 coos Yings Y20seoos Yongs «vvs Yals -+ Yany)
! !
= (y/v y’zw-,y;) 2 Yi= it Ying)
two-way,
y:(ylll’y112,---ayllnay121,---’y12na---’yabl,---’yabn),

= (V1 Yoo oo¥p) s = (tee i)

Dot and bar notation: one-way,
Vi =D Vi Vi = 2L i/ i
two-way,
b . b
Yik= Ej: Wijks Yik = Zj: Yik/b

b = b
Vi = Zj: 19 k= 1Vijks Vi = Z/: 12 k=1Vik/ (bn)
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Dot and bar notation

in vectors:

Al
tr(A):
vl

D=diag (4;),i=1,...

and D*:
AR®B:

Kronecker’s delta §;;:

a>b:
N, 6°):
Nu, £2):

Za-

t(a):

1 (a):
Fy o, (a):

Ga, L)
B(n, p):
M(n, p):

one-way,

Y= 01525 0Ya) s By = (1 V2o s3a)|

two-way,

Yiyp-= (yl l-’y12-""’yab-)/’ .)_’(i)(j)=(y11»’y12»’-”’yab-)/7
y(,) = (y1»<,y2~,~-,ya~)/, j’(,) = (ylng-"’ya“)/’
i = itoYizsnyin) =Yi(j)-

a zero vector of size n, the suffix is omitted when it is
obvious

a vector of size n with all elements unity, the suffix is omit-
ted when it is obvious

an identity matrix of size n, the suffix is omitted when it is
obvious

an  (a-1)xa  orthonormal
PP, =1, 1, PiPi=1,~uJa
determinant of a matrix A

trace of a matrix A

matrix satisfying

squared norm of avectorv = (v,...,v,) : [v]* = Vit 2
a diagonal matrix with diagonal elements A, ...,4,
arranged in dictionary order and D* = diag (1})

direct (Kronecker’s) product of two matrices

app---ay a”B~-~a”B
A= : and B=[b;| :A®B=
ag*+-ay aqB---ayB
o;=1ifi=j, Ootherwise
a is nearly equal to b
2

normal distribution with mean g and variance ¢
multivariate normal distribution with mean g and variance—
covariance matrix 2

upper a point of standard normal distribution N(0, 1)
upper « point of ¢-distribution with degrees of freedom v
upper a point of y*-distribution with degrees of freedom v
upper a point of F-distribution with degrees of free-
dom (I/ 1» Uz)

upper a point of Studentized range

binomial distribution

multinomial distribution
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Pr (A), Pr {A}:
L(y, 0), L(0):

E(y) and E(y):

E(y|B) and E(y | B):

V(y) and V(y):

V(y | B) and V(y | B):

Cov(x, y):
Cor(x, y):
L,(0):
1,(0):
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hypergeometric distribution
multivariate hypergeometric distribution for two-way data

density function and probability function
probability of event A

likelihood function

expectation

conditional exception given B

variance and variance—covariance matrix
conditional variance and variance- covariance matrix
given B

covariance

correlation

Fisher’s amount of information

Fisher’s information matrix

ANOVA: analysis of variance

BIBD:  balanced incomplete block design
BLUE: best linear unbiased estimator
BLUP:  best linear unbiased predictor

df: degrees of freedom

FDA: Food and Drug Administration (USA)

ICH E9: statistical principles for clinical trials by International Conference on
Harmonization

LS: least squares

MLE: maximum likelihood estimator

MSE: mean square error

PMDA: Pharmaceutical and Medical Device Agency of Japan

REML: residual maximum likelihood

SD: standard deviation

SE: standard error

SLB: simultaneous lower bound

SN ratio: signal-to-noise ratio
WLS: weighted least squares



Introduction to Design and
Analysis of Experiments

1.1 Why Simultaneous Experiments?

Let us consider the problem of estimating the weight 4 of a material W using four
measurements by a balance. The statistical model for this experiment is written as

yi=p+e,i=1,2,3,4,

where the e; are uncorrelated with expectation zero (unbiasedness) and equal variance
6. Then, a natural estimator

A=y =1 +y2+ys+y4)/4
is an unbiased estimator of 4 with minimum variance ¢*/4 among all the linear unbi-
ased estimators of u. Further, if the normal distribution is assumed for the error e;, then
/1 is the minimum variance unbiased estimator of 4 among all the unbiased estimators,
not necessarily linear.

In contrast, when there are four unknown means p1, po, U3, {4, We can estimate all
the y; with variance 6%/4 and unbiasedness simultaneously by the same four measure-
ments. This is achieved by measuring the total weight and the differences among the
u;’s according to the following design, where + means putting the material on the
right or left side of the balance:

Yi=pp iy +tus+ g ter,
Y2=Hy Ty~ 3y T €2, (1.1)
Y3=Hy—Hy U3y Fe3,
Ya=p—Hy—H3t pyteq.

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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Then, the estimators

fiy= (1 +y2+y3+y4) /4,
flo=(y1+y2=y3-y1)/4,
fiz=(1=y2+y3-y1)/4,
fia=(y1=y2=y3+y1)/4.

are the best linear unbiased estimators (BLUE; see Section 2.1), each with variance
6°/4. Therefore, a naive method to replicate four measurements for each y; to achieve
variance 6%/4 is a considerable waste of time. More generally, when the number of
measurements 7 is a multiple of 4, we can form the unbiased estimator of all n weights
with variance o*/n. This is achieved by applying a Hadamard matrix for the coeffi-
cients of u;’s on the right-hand side of equation (1.1) (see Section 15.3 for details,
as well as the definition of a Hadamard matrix).

1.2 Interaction Effects

Simultaneous experiments are not only necessary for the efficiency of the estimator,
but also for detecting interaction effects. The data in Table 1.1 show the result of
16 experiments (with averages in parentheses) for improving a printing machine with
an aluminum plate. The measurements are fixing time (s); the shorter, the better. The
factor F is the amount of ink and G the drying temperature. The plots of averages are
given in Fig. 1.1.

From Fig. 1.1, (F,, G) is suggested as the best combination. On the contrary, if we
compare the amount of ink first, fixing at the drying temperature 280°C (G,), we shall
erroneously choose F;. Then we may fix the ink level at F; and try to compare the
drying temperature. We may reach the conclusion that (F;, G,) should be an optimal
combination without trying the best combination, (¥,, G1). In this example the optimal
level of ink is reversed according to the levels G and G, of the other factor. If there
is such an interaction effect between the two factors, then a one-factor-at-a-time

Table 1.1 Fixing time of special aluminum printing.

Temperature
Ink supply G,:170°C G,:280°C
F, :large 59 3.7 4.6 4.4 5.7 5.0 4.9 2.1
(4.65) (4.43)
F, : small 4.7 33 4.5 1.0 8.2 59 10.7 8.5

(3.38) (8.33)
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Fixing time (s)

107
8 | Fy
6 .

. F
4 ;/ *
2 |
0

G, G,

Figure 1.1  Average plots at (F;, G)).

Fixing time (s)
A

G, G,

Figure 1.2 No interaction.

experiment will fail to find the optimal combination. In contrast, if there is no such
interaction effect, then the effects of the two factors are called additive. In this case,
denoting the mean for the combinations (F;, G;) by u;;, the equation

ﬂ[j=/j[.+/j-j_ﬂ“ (12)

holds, where the dot and overbar denote the sum and average with respect to the suffix
replaced by the dot throughout the book. Therefore, ji.. implies the overall average
(general mean), for example. If equation (1.2) holds, then the plot of the averages
becomes like that in Fig. 1.2. Although in this case a one-factor-at-a-time experiment
will also reach the correct decision, simultaneous experiments to detect the interaction
effects are strongly recommended in the early stage of the experiment.
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1.3 Choice of Factors and Their Levels

A cause affecting the target value is called a factor. Usually, there are assumed
to be many affecting factors at the beginning of an experiment. To write down
all those factors, a ‘cause-and-effect diagram’ like in Fig. 1.3 is useful. This uses
the thick and thin bones of a fish to express the rough and detailed causes,
arranged in order of operation. In drawing up the diagram it is necessary to collect
as many opinions as possible from the various participants in the different areas.
However, it is impossible to include all factors in the diagram at the very begin-
ning of the experiment, so it is necessary to examine the past data or carry out
some preliminary experiments. Further, it is essential to obtain as much informa-
tion as possible on the interaction effects among those factors. For every factor
employed in the experiment, several levels are set up — such as the place of origin
of materials A;, A;,--- and the reaction temperature 170°C, 280°C, ---. The levels of
the nominal variable are naturally determined by the environment of the experiment.
However, choosing the levels of the quantitative factor is rather arbitrary. Therefore,
sometimes sequential experiments are required first to outline the response surface
roughly then design precise experiments near the suggested optimal points. In
Fig. 1.1, for example, the optimal level of temperature G with respect to F, is
unknown — either below G, or between G, and G,. Therefore, in the first stage of
the experiment, it is desirable to design the experiment so as to obtain an outline
of the response curve. The choice of factors and their levels are discussed in more
detail in Cox (1958).

Vomit amount Stretch
- Motor
Blocking Pump Spin
angle
Target value:
>| Thickness of
synthetic fiber
Viscosity Composition Density
Density
Temperature
Viscous material | | Coagulating agent

Figure 1.3 Cause-and-effect diagram.
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1.4 Classification of Factors

This topic is discussed more in Japan than in other countries, and we follow here the
definition of Takeuchi (1984).

(1) Controllable factor. The level of the controllable factor can be determined by the
experimenter and is reproducible. The purpose of the experiment is often to find the
optimal level of this factor.

(2) Indicative factor. This factor is reproducible but not controllable by the exper-
imenter. The region in the international adaptability test of rice varieties is a typical
example, while the variety is a controllable factor. In this case the region is not the
purpose of the optimal choice, and the purpose is to choose an optimal variety for each
region — so that an interaction analysis between the controllable and indicative factors
is of major interest.

(3) Covariate factor. This factor is reproducible but impossible to define before the
experiment. It is known only after the experiment, and used to enhance the precision
of the estimate of the main effects by adjusting its effect. The covariate in the analysis
of covariance is a typical example.

(4) Variation (noise) factor. This factor is reproducible and possible to specify only in
laboratory experiments. In the real world it is not reproducible and acts as if it were
noise. In the real world it is quite common for users to not follow exactly the specifica-
tions of the producer. For example, a drug for an infectious disease may be used before
identifying the causal germ intended by the producer, or administered to a subject with
some kidney difficulty who has been excluded in the trial. Such a factor is called a noise
factor in the Taguchi method.

(5) Block factor. This factor is not reproducible but can be introduced to eliminate
the systematic error in fertility of land or temperature change with passage of time, for
example.

(6) Response factor. This factor appears typically as a categorical response to a con-
tingency table and there are two important cases: nominal and ordinal. The response is
usually not called a factor, but mathematically it can be regarded and dealt with as a
factor, with categories just like levels.

One should also refer to Cox (1958) for a classification of the factors from another
viewpoint.

1.5 Fixed or Random Effects Model?

Among the factors introduced in Section 1.4, the controllable, indicative and covariate
factors are regarded as fixed effects. The variation factor is dealt with as fixed in the
laboratory but dealt with as random in extending laboratory results to the real world.
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Therefore, the levels specified in the laboratory should be wide enough to cover the
wide range of real applications. The block is premised to have no interaction with
other factors, so that the treatment either as fixed or random does not affect the result.
However, it is necessarily random in the recovery of inter-block information in the
incomplete block design (see Section 9.2).

The definition of fixed and random effects models was first introduced by Eisenhart
(1947), but there is also the comment that these are mathematically equivalent and
the definitions are rather misleading. Although it is a little controversial, the distinc-
tion of fixed and random still seems to be useful for the interpretation and application
of experimental results, and is discussed in detail in Chapters 12 and 13.

1.6 Fisher’s Three Principles of Experiments vs.
Noise Factor

To compare the treatments in experiments, Fisher (1960) introduced three principles:
(1) randomization, (2) replication and (3) local control.

To explain randomization, Fisher introduced the sensory test of tasting a cup of tea
made with milk. The problem then is to know whether it is true or not that a lady can
declare correctly whether the milk or the tea infusion was added to the cup first. The
experiment consists of mixing eight cups of tea, four in one way and four in the other,
and presenting them to the subject for judgment. There are, however, numerous
uncontrollable causes which may influence the result: the requirement that all the cups
are exactly alike is impossible; the strength of the tea infusion may change between
pouring the first and last cup; and the temperature at which the tea is tasted will change
in the course of the experiment. One procedure that is used to escape from such sys-
tematic noise is to randomize the order of the eight cups for tasting. This process con-
verts the systematic noise to random error, giving the basis of statistical inference.

Secondly, it is necessary to replicate the experiments to raise the sensitivity of com-
parison. It is also necessary to separate and evaluate the noise from treatment effects,
since the outcomes of experiments under the same experimental conditions can vary
due to unknown noise. The treatment effects of interest should be beyond such ran-
dom fluctuations, and to ensure this several replications of experiments are necessary
to evaluate the effects of noise.

Local control is a technique to ensure homogeneity within a small area for com-
paring treatments by splitting the total area with large deviations of noise. In field
experiments for comparing a plant varieties, the whole area is partitioned into n
blocks so that the fertility becomes homogeneous within each block. Then, the pre-
cision of comparisons is improved compared with randomized experiments of all an
treatments.

Fisher’s idea to enhance the precision of comparisons is useful in laboratory experi-
ments in the first stage of research development. However, in a clinical trial for com-
paring antibiotics, for example, too rigid a definition of the target population and the
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causal germs may not coincide with real clinical treatment. This is because, in the real
world, antibiotics may be used by patients with some kidney trouble who might be
excluded from the trial, by older patients beyond the range of the trial, before identi-
fying the causal germ exactly, or with poor compliance of the taking interval. There-
fore, in the final stage of research development it is required to introduce purposely
variations in users and environments in the experiments to achieve a robust product in
the real world. It should be noted here that the purpose of experiments is not to know
all about the sample, but to know all about the background population from which the
sample is taken — so the experiment should be designed to simulate or represent well
the target population.

1.7 Generalized Interaction

A central topic of data science is the analysis of interaction in a generalized sense. In
a narrow sense, it is the departure from the additive effects of two factors. If the effect
of one factor differs according to the levels of the other factor, then the departure
becomes large (as in the example of Section 1.2).

In the one-way layout also, the main effects of a treatment become the interaction
between the treatment and the response if the response is given by a categorical
response instead of quantitative measurements. In this case, the data y;; are the fre-
quency of the (i, j) cell for the ith treatment and the jth categorical response. If we
denote the probability of cell (i, j) by p;;, then the treatment effect is a change in
the profile (p;1, pi», ..., pip) Of the ith treatment and the interaction effects in terms
of p;; are concerned. In this case, however, a naive additive model like (1.2) is often
inappropriate, and the log linear model

logpij=p+a;+p;+ (aﬁ)ij

is assumed. Then, the factor (a3); denotes the ith treatment effect. In this sense, the
regression analysis is also a sort of interaction analysis between the explanation and
the response variables. Further, the logit model, probit model, independence test of
a contingency table, and canonical correlation analysis are all regarded as a sort of
interaction analysis. One should also refer to Section 7.1 regarding this idea.

1.8 Immanent Problems in the Analysis of
Interaction Effects

In spite of its importance, the analysis of interaction is paid much less attention than
it deserves, and often in textbooks only an overall F- or ;{2-test is described. However,
the degrees of freedom for interaction are usually large, and such an overall test cannot
tell any detail of the data — even if the test result is highly significant. The degrees of free-
dom are explained in detail in Section 2.5.5. In contrast, the multiple comparison procedure
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based on one degree of freedom statistics is far less powerful and the interpretation of
the result is usually unclear. Usually in the text books it is recommended to estimate
the combination effect u;; by the cell mean Vijos if the interaction exists. However, it often
occurs that only a few degrees of freedom can explain the interaction very well, and in
this case we can recover information for u;; from other cells and improve the naive
estimate y;;. of u;;. This also implies that it is possible to separate the essential inter-
action from the noisy part without replicated experiments. Further, the purpose of the
interaction analysis has many aspects — although the textbooks usually only describe
how to find an optimal combination of the controllable factors. In this regard the clas-
sification of factors plays an essential role (see Chapters 10, 11, 13, and 14).

1.9 Classification of Factors in the Analysis of
Interaction Effects

In case of a two-factor experiment, one factor should be controllable since otherwise
the experiment cannot result in any action. In case of controllable vs. controllable, the
purpose of the experiment will be to specify the optimal combination of the levels of
those two factors for the best productivity. Most of the textbooks describe this situ-
ation. However, the usual F test is not useful in practice, and the simple interaction
model derived from the multiple comparison approach would be more useful.

In case of controllable vs. indicative, the indicative factor is not the object of optimi-
zation but the purpose is to specify the optimal level of the controllable factor for each
level of the indicative factor. In the international adaptability test of rice varieties, for
example, the purpose is obviously not to select an overall best combination but to specify
an optimal variety (controllable) for each region (indicative). Then, it should be incon-
venient to hold an optimal variety for each of a lot of regions in the world, and the multiple
comparison procedure for grouping regions with similar response profiles is required.

The case of controllable vs. variation is most controversial. If the purpose is to max-
imize the characteristic value, then the interaction is a sort of noise in extending the lab-
oratory result to the real world, where the variation factor cannot be specified rigidly and
may take diverse levels. Therefore, it is necessary to search for a robust level of the con-
trollable factor to give a large and stable output beyond the random fluctuations of the
variation factor. Testing main effects by interaction effects in the mixed effects model of
controllable vs. variation factors is one method in this line (see Section 12.3.5).

1.10 Pseudo Interaction Effects (Simpson’s Paradox)
in Categorical Data
In case of categorical responses, the data are presented as the number of subjects sat-

isfying a specified attribute. Binary (1, 0) data with or without the specified attribute
are a typical example. In such cases it is controversial how to define the interaction
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Table 1.2 Simpson’s paradox.

Young (j=1) ol (j=2) Young +old
(k=1) (k=2) (k=1) (k=2) k=1) (k=2)
Drug (i=1) 120 40 10 30 130 70
Drug (i=2) 30 10 40 120 70 130

effects, see Darroch (1974). In most cases an additive model is inappropriate, and is
replaced by a multiplicative model. The numerical example in Table 1.2 will explain
well how the additive model is inappropriate, where (k= 1) denotes useful and (k=2)
useless. In Table 1.2 it is obvious that drug 1 and drug 2 are equivalent in usefulness
for each of the young and old patients, respectively. Therefore, it seems that the two
drugs should be equivalent for (young + old) patients. However, the collapsed sub-
table for all the subjects apparently suggests that drug 1 is better than drug 2. This
contradiction is known as Simpson’s paradox (Simpson, 1951), and occurs by addi-
tive operation according to the additive model of the drug and age effects. The correct
interpretation of the data is that both drugs are equally useful for young patients and
equally useless for old patients. Drug 1 is employed more frequently for young
patients (where the useful cases are easily obtained) than old patients, and as a result
the useful cases are seen more in drug 1 than drug 2. By applying the multiplicative
model we can escape from this erroneous conclusion (Fienberg, 1980) — see
Section 14.3.2 (1).

1.11 Upper Bias by Statistical Optimization

As a simple example, suppose we have random samples y;y, ..., y1, and y,q, ...,
¥2, from the normal population N(uy, 02) and N(u,, 02), respectively, where
Hy =u,=p. Then, if we select the population corresponding to the maximum of
¥,.and y,., and estimate the population mean by the maximal sample, an easy calcu-
lation leads to

E{max(y,., y,)} =p+0//nz

showing the upper bias as an estimate of the population mean u. The bias is induced by
treating the sample employed for selection (optimization) as if it were a random sam-
ple for estimation; this is called selection bias.

A similar problem inevitably occurs in variable selection in the linear regression
model, see Copas (1983), for example. It should be noted here again that the purpose
of the data analysis is not to explain well the current data, but to predict what will
happen in the future based on the current data. The estimation based on the data
employed for optimization is too optimistic to predict the future. Thus, the Akaike’s
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information criterion (AIC) approach or penalized likelihood is justified. One should
also refer to Efron and Tibshirani (1993) for the bootstrap as a non-parametric method
of model validation.

1.12 Stage of Experiments: Exploratory,
Explanatory or Confirmatory?

Finally, most important in designing experiments is to define the target of the
experiments clearly. For this purpose it is useful to define the three stages of
experiments. The first stage is exploratory, whose purpose is to discover a prom-
ising hypothesis in the actual science — such as industry and clinical medicine. At
this stage the exploring data analysis, analysis of variance, regression analysis,
and many other statistical methods are applied. Data dredging is allowed to some
extent, but it is most inappropriate to take the result as a conclusion. This stage
only proposes some interesting hypotheses, which should be confirmed in the fol-
lowing stages. The second stage is explanatory, whose purpose is to clarify the
hypothesis under rigid experimental conditions. The design and analysis of
experiments following Fisher’s principle will be successfully applied. The third
stage is confirmatory, whose purpose is to confirm that the result of laboratory
experiments is robust enough in the actual world. The robust design of Taguchi
is useful here. It should be noted that in these stages of experiments, the essence
of the statistical method for summarizing and analyzing data does not change; the
change is in the interpretation and degree of confidence of the analytical results.
Finally, follow-up analysis of the post-market data is inevitable, since it is impos-
sible to predict all that will happen in the future by pre-market research, even if
the most precise and detailed experiments were performed.
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2

Basic Estimation Theory

Methods for extracting some systematic variation from noisy data are described.
First, some basic theorems are given. Then, a linear model to explain the systematic
part and the least squares (LS) method for analyzing it are introduced. The principal
result is the best linear unbiased estimator (BLUE). Other important topics are the
maximum likelihood estimator (MLE) for a generalized linear model and sufficient
statistics.

2.1 Best Linear Unbiased Estimator

Suppose we have a simple model for estimating a weight u by n experiments,
yi=su+e,i=1,...,n. (2.1)

Then p is a systematic part and the e; represent random error. It is the work of a
statistician to specify ¢ out of the noisy data. Maybe most people will intuitively take
the sample mean y. as an estimate for u, but it is by no means obvious for y. to be a
good estimator in any sense. Of course, under the assumptions (2.4) ~ (2.6) of unbia-
sedness, equal variance and uncorrelated error, y. converges to y in probability by the
law of large numbers. However, there are many other estimators that can satisfy such a
consistency requirement in large data.

There will be no objection to declaring that the estimator 7(y) is a better estimator
than T,(y) if, for any y,, 7, 20,

Pri{u—y sTi(y)sp+ys}z Priu-r <h(y)su+7,} 22

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
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holds, where y = (y1, ..., yn)' denotes an observation vector and the prime implies a
transpose of a vector or a matrix throughout this book. A vector is usually a column
vector and expressed by a bold-type letter. However, there exists no estimator which is
best in this criterion uniformly for any unknown value of u. Suppose, for example, a
trivial estimator T (y) = y, that specifies y = y, for any observation y. Then it is a bet-
ter estimator than any other estimator when y is actually p, but it cannot be a good
estimator when actually y is not equal to yg. Therefore, let us introduce a criterion of
mean squared error (MSE):

E{T(y)-p}>.

This is a weaker condition than (2.2), since if equation (2.2) holds, then we obvi-
ously have E{T(y)—u}* <E{T(y)—u}>. However, in this criterion too the trivial
estimator T3 (y) = u, becomes best, attaining MSE = 0 when y = y,. Therefore, we fur-
ther request the estimator to be unbiased:

E{T(y)}=p 2.3)

for any p, and consider minimizing the MSE under the unbiased condition (2.3). Then,
the MSE is nothing but a variance. If such an estimator exists, we call it a minimum
variance (or best) unbiased estimator. If we restrict to the linear estimator 7'(y) =1'y,
the situation becomes easier. Let us assume

E(e;)=0,i=1, ..., n(unbiased), 2.4)
V(ei) =6%,i=1,..., n(equal variance), (2.5)
Cov(e;,ey) =0,i,i =1, ..., n;i#i (uncorrelated) (2.6)

naturally for the error, then the problem of the BLUE is formulated as minimizing
V(l'y) under the condition E(I'y)=u. Mathematically, it reduces to minimizing
I'l=Y".1% subject to I'j, = ,l;=1, where j, = (1, ..., 1)" is an n -dimensional column
vector of unity throughout this book and the suffix is omitted if it is obvious. This
can be solved at once, giving Il =n~'j. Namely, y. is a BLUE of u. The BLUE is
obtained generally by the LS method of Section 2.3, without solving the respective
minimization problem.

2.2 General Minimum Variance Unbiased Estimator

If 4 is a median in model (2.1), then there are many non-linear estimators, like the
sample median ¥ and the Hodges—Lehman estimator, the median of all the combina-
tions (y,» + yj-) /2, and it is still not obvious in what sense y. is a good estimator. If we
assume a normal distribution of error in addition to the conditions (2.4) ~ (2.6), then
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the sample mean y. is a minimum variance unbiased estimator among all unbiased
estimators, called the best unbiased estimator. There are various ways to prove this,
and we apply Rao’s theorem here. Later, in Section 2.5, another proof based on
sufficient statistics will be given.

Theorem 2.1. Rao’s theorem. Let 6 be an unknown parameter vector of the distri-
bution of a random vector y. Then a necessary and sufficient condition for an unbiased
estimator g of a function g(#) of @ to be a minimum variance unbiased estimator is that
g is uncorrelated with every unbiased estimator /(y) of zero.

Proof

Necessity: For any unbiased estimator A(y) of zero, a linear combination g + A/ is also
an unbiased estimator of g(@). Since its variance is

V(g+Ah)=V(g)+24Cov(g, h) + 2>V (h),

we can choose A so that V(g+4h)<V(g), improving the variance of ¢ unless Cov
(8, h) is zero. This proves that Cov(g, h) =0 is a necessary condition.

Sufficiency: Suppose that g is uncorrelated with any unbiased estimator % of zero. Let
£” be any other unbiased estimator of g. Since g—g* becomes an unbiased estimator of
7ero, an equation

Cov(8,8-8")=V(8)-Cov(8g’) =0
holds. Then, since an inequality

0<V(g-g")=V(8)-2Cov(8,8") +V(&")=V(g)-V(8)

holds, ¢ is a minimum variance unbiased estimator of g().

Now, assuming the normality of the error e; in addition to (2.4) ~ (2.6), the prob-
ability density function of y is given by

Siimn)

202

)= (2ns?) 2 exp—

This is a density function of the normal distribution with mean y and variance o~.
If A(y) is an unbiased estimator of zero, we have

[ xr )y =o. @7
By the partial derivation of (2.7) with respect to y, we have

[(5 00 h3) 01y = (/) [0 x5 x5 3) =0
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This equation suggests that y. is uncorrelated with h(y), that is, ¥. is a minimum
variance unbiased estimator of its expectation y.

On the contrary, for y. to be a minimum variance unbiased estimator, the distribu-
tion of ¢; in (2.1) must be normal (Kagan et al., 1973).

2.3 Efficiency of Unbiased Estimator

To consider the behavior of sample mean y. under non-normal distributions, it is con-
venient to consider the t-distribution (Fig. 2.1) specified by degrees of freedom v:

1 (y-p)° e
ﬁ(y)=y1/2B(2_1,y/2){1+ - } , (2.8)

where B(2‘1,v / 2) is a beta function. At v = oo this coincides with the normal distri-
bution, and when v=1 it is the Cauchy distribution representing a long-tailed distri-
bution with both mean and variance divergent. Before comparing the estimation
efficiency of sample mean y and median y, we describe Cramér—Rao’s theorem,
which gives the lower bound of variance of an unbiased estimator generally.

Theorem 2.2. Cramér-Rao’s lower bound. Let the density function of
y=01, e y,l)’ be f(y, #). Then the variance of any unbiased estimator 7(y) of 4 satis-
fies an inequality

V(T)>17'(8), (2.9)

Figure 2.1 #-distribution f,(y).
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where

?logf(y. 0 dlogf(y.0)\ >
1,,(9):-E{°§£§”}=EHO%;(H} ] (2.10)

is called Fisher’s amount of information. In the case of a discrete distribution P(y, 9),
we can simply replace f(y, 0) by P(y, 0) in (2.10).

Proof. Since T(y) is an unbiased estimator of 8, the equation
[r0)xs0.0)=0 @11y

holds. Under an appropriate regularity condition such as exchangeability of derivation
and integration, the derivation of (2.11) with respect to 6 is obtained as

[T@)x%ggig’a)xf(y, O)dy=1. 2.12)

Further, by the derivation of ] f(y,8)dy=1 by 6, we have

] #0.0) 4, j Moef0-9) 1y, o)y =0, 2.13)

00 00

Then, equations (2.12) and (2.13) imply

E[{T@)—Q}x%} =1. (2.14)

In contrast, for any random variable g, 4 and a real number A, the equation
E{ (g+4h)" } = E(¢%) +24E(gx h) + 2E(1?) 20 2.15)

holds generally. If inequality (2.15) holds for any real number 4, we have
E(g*) xE(K*)—{E(gxh)}* 20, (2.16)

which is Schwarz’s inequality. Applying (2.16) to (2.14), we get

2
E{T(’y)—6}2xE{W} >1

and this is one form of (2.9) and (2.10), since V(T)=E{T(y)-6}". Next, since
we have

3 logf (v, ) a{ 1 af(y,é?)} 1 (.0 1 {af(yﬂ)}z

T \f(.0) 0 J f.0) 2 (o) 00

07 0
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2 2
and E{f(yl, 0 J fa(’g:; 9)} =/a fa(‘;; 9) dy =0, by the derivation of (2.13) we get

P logf(y,0) | _ dlogf(y. )]
() e P ]

which gives another form of (2.10).

If the elements of y = (yy, ..., y,)" are independent following the probability density
function f{y;, 0), I,,(0) can be expressed as I,,(6) =n 1, (0), where

_[0logf(3i0)| _ | [9logf (v 0)*
’1<9>—‘E{T}-EHT} ]

is Fisher’s amount of information per one datum.

An unbiased estimator which satisfies Cramér—Rao’s lower bound is called an
efficient estimator. When y is distributed as the normal distribution N(y, 02), it is obvi-
ous that ;(u)=0"2. Therefore, the lower bound of the variance of an unbiased
estimator based on n independent samples is 6°/n. Since V(3.) =62 /n, y. is not only
a minimum variance unbiased estimator but also an efficient estimator. An efficient
estimator is generally a minimum variance unbiased estimator, but the reverse is not

necessarily true. As a simple example, when yy, ..., y, are distributed independently as
N(u, 6°), the so-called unbiased variance
6° =311 0=y )"/ (n=1) (2.17)

is a minimum variance unbiased estimator of ¢” but it is not an efficient estimator
(see Example 2.2 of Section 2.5.2).

When yy, ..., y, are distributed independently as a ¢-distribution of (2.8), we have
Ii(u)=(v+1)/(v+3) and therefore the lower bound of an unbiased estimator of 4 is

1 v+3
- X —. 2.18
nxv+1 ( )

On the contrary, the variance of sample mean y. is

X (2.19)

For the sample median y, the asymptotic variance

nV(y) = f_24(” ) ZBZ G g) (n— o) (2.20)
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Table 2.1 The efficiency of sample mean y. and median 3.

v 1 2 3 4 5 10 o

Eff(y) 0 0 0.5 0.7 0.8 0945 1
Eff(5) 0811 0833 0811 0788 0769 0916  0.637

is known. Then the ratios of (2.18) to (2.19) and (2.20), namely

v+3 v-2
Eff(y)= """ x“"%
G.) 1/+1>< v
3 4
and Eff(5) = 2" x

+1 1 v
B2(=. 2
(35)

are called the efficiency of y. and ¥, respectively. The inverse of the efficiency implies
the necessary sample size to attain Cramér—Rao’s lower bound by the respective esti-
mators. The efficiencies are given in Table 2.1.

From Table 2.1 we see that y. behaves well for v>5 but its efficiency decreases
below 5, and in particular the efficiency becomes zero at v=1and?2. In contrast,
keeps relatively high efficiency and is particularly useful at v=1and2. Actually,
for the Cauchy distribution an extremely large or small datum occurs from time to
time, and y. is directly affected by it whereas y is quite stable against such disturbance.
This property of stability is called robustness in statistics. There are various proposals
for the robust estimator when a long-tailed distribution is expected or no prior infor-
mation regarding error is available at all in advance. However, a simple and estab-
lished method is not available, except for a simple estimation problem of a
population mean. Also, the real data may not follow exactly the normal distribution,
but still it will be rare to have to assume such a long-tailed distribution as Cauchy.
Therefore, it is actually usual to base the inference on the linear model and BLUE
by checking the model very carefully and with an appropriate transformation of data
if necessary.

The basis of normality is the central limit theorem, which ensures normality for the
error if it consists of infinitely many casual errors. In contrast, for the growth of crea-
tures, the amount of growth is often proportional to the present size, inviting a product
model instead of an additive model. In this case, the logarithm of the data fits the nor-
mal distribution better. Masuyama (1976) examined widely the germination age of
teeth, the time to produce cancer from X-ray irradiation, and so on, and reported that
the lognormal distribution generally fitted well the time to appearance of effects.
Concentrations of chemical agents in blood have also been said to fit well to a
lognormal distribution, and we have employed this in proving bio-equivalence in
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Section 5.3.6. Power transformation including square and cube roots is also applied
quite often, but in choosing transformations some rationale is desired in addition
to apparent fitness.

As another sort of transformation, an arc sine transformation sin™' y/n of
the data from the binomial distribution B(n,p) is conveniently used for normal
approximation, with mean sin‘l\/ﬁ and stabilized variance 1/(4n).

2.4 Linear Model

In the analysis of variance (ANOVA) and regression analysis also, it is usual to
assume a linear model

yannxpap t+e,, 2.21)

where y, is an n-dimensional observation vector, @, a p -dimensional unknown
parameter vector, e an error vector, and X a design matrix of experiments which gives
the relationship between the observation vector y and the parameter vector . We
assume

E(e)=0,, (2.22)
V(e)=0o"l,, (2.23)

where 0 denotes a zero vector of an appropriate size, I,, an identity matrix of order n,

and the suffix will be omitted if it is obvious. The difference is obvious from

Fisher’s information matrix I,(@), which is a function of a relevant parameter 6.

Equation (2.22) corresponds to the assumption (2.4), and (2.23) to (2.5) and (2.6).
The simple model (2.1) of n repetitions is expressed as, for example,

Y=j.ute.

As a special case of a 1-dimensional parameter, j,u can also be expressed as pj,,,
with u a scalar multiplier of vector j,. Model (1.1) is also a linear model, and can
be expressed as

N LT 1 €1
_1- e

y= »2 _| 1 1-1-1 Hy N 2
y3 1-1 1-1] [H3 €3

V4 1-1-11 Hy €4

Also, a regression model

y,<=[30+ﬂ1x,-+ﬂ2x?+e,-, i=1,....n
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can be expressed as

1 x 2 el
1 x» 3 Po e
y= . P+
) b
I x, x, €n

The name ‘linear model’ comes from the fact that the systematic part is expressed as
a linear combination of the unknown parameters, and therefore it is no problem to
include a non-linear term x? in the explanation variables.

Now, the problem of a minimum variance linear unbiased estimator (BLUE) I'y of
a linear combination L' is formulated as a problem of finding / so as to minimize
the variance /l(6”) subjecttol’X =L’ for given X and L'. It should be noted that in
the example at the end of Section 2.1, X was j and L'=1. However, it is very
time-consuming to solve this minimization problem each time. Instead, by the LS
method we can obtain BLUE very easily.

2.5 Least Squares Method
2.5.1 LS method and BLUE

Let us define the LS estimator @ by
<é|||y—Xé||2s ||.V—X0H2forany0), (2.24)

where ||v||* denotes a squared norm of a vector v. Then, for any linear estimable func-
tion L'#, the BLUE is uniquely obtained from L'6 even when the @ that satisfies (2.24)
is not unique. Here, the linear estimable function L'@ implies that there is at least one
linear unbiased estimator for it. The necessary and sufficient condition for the estim-
ability is that L’ can be expressed by a linear combination of rows of X by the require-
ment E(I'y) =I'X0=L'0. Therefore, if rank (X) is p, then every linear function L'@
and @ itself is estimable. When rank (X) is smaller than p, every element of @ is not
estimable and @ of (2.24) cannot be determined uniquely. It is important that even

for this case, L'0 is uniquely determined for the estimable function L'6.

Example 2.1. One-way ANOVA model. Let us consider the one-way ANOVA
model of Chapter 5:

yi=pite;i=1, ..., a,j=1,...,m (2.25)
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This model is expressed in the form of (2.21), taking

j0 0 "
0 j, 0 0

Xixa= . ,0a=
00 - j, I

with n=am and p=a. Obviously, rank(X) is a and coincides with the number of
unknown parameters. Therefore, all the parameters yu; are estimable. However, the
model (2.25) is often rewritten as

yij=y+ai+e,;j,i=l,...,a,j:l,...,m, (226)

factorizing y; to a general mean u and main treatment effect ;. Then, the linear model
is expressed in matrix form as

/

. H
yn=[1nX(J +en,(l=((11,...,(la),
14

where X, is equivalent to X, «x, and p=a+ 1. Since rank[ j, X,] is a, this is the case
where the design matrix is not full rank and every unknown parameter is not estima-
ble. The estimable functions are obviously y+a;, i=1, ..., a, and their linear combi-
nations. Therefore, a;—a; is estimable but u and a; themselves are not estimable. The
linear combination in @ with sum of coefficients equal to 0, like a@;—ay, is called a
contrast, which implies a sort of difference among parameters. In a one-way layout
all the contrasts are estimable, since then u vanishes.

Theorem 2.3. Gauss—-Markov’s theorem. We call the linear model (2.21) under the

assumptions (2.22) and (2.23), Gauss—Markov’s model. With this model, any 0 that
satisfies

X'X0=X'y (2.27)

is called an LS estimator. Equation (2.27) is obtained by equating the derivation of
lly —Xﬁ’”2 with respect to 0 to zero, called a normal equation. Then, for any estimable
function L'8, the BLUE is obtained simply by substituting the LS estimator 0 into 6,
as L.

Proof. The proof is very simple when the design matrix X is full rank. In this case
equation (2.27) is solved at once to give the solution L'8=L'(X'X)™'X'y. This is
an unbiased estimator of L@, since E(L’é) =E{L’ (X’X)_IX’y} =L'x'x)”!
X'X0=L'0. Next, suppose I'y to be any linear unbiased estimator of L'@ and denote
the difference from L'6 by b'y. Then we have
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V(lly)= V(L’é—b'y) - V(L’é) +V(b'y)-2Cov (L’é, b/y)

v(L'9)+ V() -2L' (XX)"'X'bo?
- V(L/é) +V(bly) 2 V(L’é).

The last equality holds since the equation E (l'y -L 9) =E(b'y)=b'X0=0 holds for
any @, suggesting b’X =0.

There are various methods for proving Theorem 2.3 when rank(X)=r<p. We
apply here an orthonormal transformation of y to a standard form. Another proof is
obtained in Section 2.5.4 with the aid of a generalized inverse of a matrix.

Let the orthonormal eigenvectors for the non-zero eigenvalues Ay, ...,4, (>0) of
X'X be denoted by P,,,

X'XP=PD,

where D =diag (4;) is a diagonal matrix with diagonal elements 4,, ..., 4,. Next, let us
define an orthonormal matrix @, (,_, that is orthogonal to the columns of X. Then

D—l /2 P/ Xl
M = 0 (2.28)
is an nxn orthonormal matrix satisfying M’M =1, where the notation D” for a
diagonal matrix is used for the diagonal matrix with diagonal elements 17, ..., A

throughout this book. The matrices P and Q are generally not unique, but we can
choose and fix either of them. The column space of @ is nothing but the error space
introduced in Section 2.5.2. We put forward a transformation of y by M’ as

el e

2 0

where z; and z, are the partitions of z according to the partition of M’ (2.28) and
€ satisfies the same condition E(€)=0 and V(E) =0l as (2.22) and (2.23). In the
standard form (2.29), elements of =D ~'/>P'X'X0 = D'/*P'0 are linearly independent
of each other and it is obvious that the class of estimable functions of @ is formed by
all linear combinations of 5. Since the elements of # are linearly independent, any
estimable function is uniquely expressed by /|5 and its unbiased estimator is given
generally by I\z; + 15z, with arbitrary vector ;. Then, since z; and z, are uncorrelated,
we have

V(lizi +1yz) =11 6% + Lo
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and the variance is minimized at I, =0. Therefore, I'z; =I;,D~'/?P'X'y is a BLUE
of I'n=1,D"?>P'9 and its variance is ;6> Next, multiplying by P’ on both sides
of the normal equation (2.27), we have

DPO=PX'y, (2.30)

and therefore we have Iz =l’1D_1/2P'X’y =l’1D1/2P’9. Namely, the BLUE of
l’lDl/ 2P0 is obtained simply by replacing @ with 6 that satisfies the normal equation.

2.5.2 Estimation space and error space

In the linear model (2.21), the linear subspace spanned by the columns of X is called
an estimation space and its orthogonal complement is called an error space. The
error space is spanned by the column vectors of @ in (2.28). In this context, the whole

space of observation y is called a sample space. Now, noting equation (2.30), X0 is
rewritten as

X0=X(PP)0=XP(D"'PX'y) =1l y,

where ITy =XPD~'P'X’ is a projection matrix onto the estimation space since it is

symmetric, idempotent and keeps X@ (=IIxX6) unchanged. Then, X0 is unique as
a projection of y onto the estimation space. Note that when rank(X) =p, Iy is simply

X(X'X)” 'X'. This is natural, since X0 is closest to the observation vector yinthe sense
of squared distance among the vectors expressed by X0 (see Fig. 2.2).

In contrast, we call y—X@ a residual and it is rewritten as

y-X0=(I-IIy)y=0Qy.

A2

Js-xd

X0

Figure 2.2 Observation vector y and its projection onto the estimation space.
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This is obviously a projection of y onto the error space. Its squared norm
5(0) = Iy-x8]*=y'0Q’y= @I’ @31)

is called a residual sum of squares and generally expressed by S. It should be noted

here that X6 and y—X@ are uncorrelated by the orthogonality of estimation space and
error space,

Cov (Xé, y—Xé) =[xV (y)(I~IIx) = * M (I~ ) = 0.

This further implies that X0 and y —X0 are mutually independent under the normality
assumption. Since every element of Q'y is distributed with expectation zero,
equal variance o2 and uncorrelated, we have

E{S(é)}:(n—r)az.

&= |ly-X0|*/(n-r) (2.32)

Therefore

is an unbiased estimator of 02, called an unbiased variance. For the numerical
calculation of S (é) , the formula below is more convenient:
s(é) —y'y—yX0-0X'y+0'X'X0
Y y” ) (2.33)
=yy-0X'y
The necessary calculation is the sum of squares of y; and the inner product of the

estimate @ and X'y, which is the right-hand side of the normal equation (2.27). On
the one hand, applying a well-known formula

E(U) ={E(U)}*+V(U) (2.34)

for any random variable U to ||y||* element-wise and noting equation (2.21), we have
E(||y||2> = ||X8||* + no®. Therefore, from (2.33),

E(Ix01) =EG/y)-£{s(0) }
=E(IyI1?) = (n=r)o* = | X0)* + re?.
If we assume a normal distribution of the error e, then the BLUE L'0 is the minimum

variance among all the unbiased estimators. This is verified by applying Theorem 2.1
to the partial derivation of

2
H(9. %) = fh@) x (2702) "% exp— 1P =XOI

262 dy=0
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with respect to 6. Further, from the two expressions 9> H(f,¢%)/36*> and
0H (0, 6*) /062, the estimator 6° of equation (2.32) is shown to be a minimum vari-
ance unbiased estimator (see Example 2.2).

Example 2.2. Application of Theorem 2.1 to model y =j,u + e with normal error.
The normal equation (2.27) is simply

a=G5) fy=n" 0 =y

The residual sum of squares is obtained from (2.31) or (2.33) as

NIEDS ()’i—y.)2 => 1)’;‘2 —y.Xy. =y 1)’1'2 ‘y.z/”~

The function H(i, 6> ) is given as equation (2.7) and it has already been shown that .

and h(y) are uncorrelated. Then, from 9°H (u, 6*)/0u?, y* is shown to be uncorrelated
with h(y). Further, from 0H (u, 6*) /36, >_y? is shown to be uncorrelated with A(y).
Combining these results, the unbiased variance (2.17),

=5

1 n
= T](Zi:lyiz_y-z/n)’

S

is shown to be a minimum variance unbiased estimator. Under the normality assump-
tion, elements of Q'y/c are distributed independently as the standard normal distribu-
tion and therefore S(f1)/o” is distributed as the chi-squared distribution y? with
degrees of freedom v=n—1 (see Section 2.5.5 for an explanation of degrees of free-
dom and Lemma 2.1 for the chi-squared distribution). Since the variance of ;(f is 2v,
the variance of 6 is V(6%) =20*/(n—1). In contrast, the Cramér-Rao’s lower bound
for 6> is 26*/n from I (6%) = (26*) ™" Therefore, 52 is not an efficient estimator. By the

general theory of this section, j and 6> are mutually independent and are utilized in
Section 3.1.4 to derive Student’s #-distribution.

2.5.3 Linear constraints on parameters for solving the
normal equation

By Gauss—Markov’s theorem the BLUE for an estimable function L'8 is obtained sim-
ply and uniquely by L'6 with any 0 satisfying the normal equation. If rank(X) =r is
equal to the number of unknown parameters p, then the normal equation is solved
uniquely and there is no problem. However, if »<p, then 0 is not unique and it is
a problem how to find L’ 6 for the estimable function. We give three ways to obtain
L0 in the following.
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(1) Direct method. Since L'6 is estimable, L'§ can be obtained directly by linear

combination of the left-hand side of the normal equation X'X6 =X'y. Then, the same
linear combination of the right-hand side of the normal equation is nothing but the
BLUE as shown in Example 2.3.

(2) Orthonormal transformation. Transform the linear model to a standard form.
This looks difficult, but for many designs of experiments such a transform is known
and given in later sections.

(3) Linear constraints. Add condition K#=0 to the normal equation so that it
can be solved uniquely. In this case 6 will change according to the conditions,
but L' is uniquely determined. For our purpose the conditions should satisfy:

(a) Intersection of the subspaces spanned by the rows of X and K is (/.
(b) rank X
ran =r.
K

Condition (a) is for the condition K€ =0 not to restrict any of the estimable function.
Condition (b) is for the joint equations X’X6=X"y and K6 =0 to be solved uniquely

for 8. Condition (a) is also for the column space of X to be unchanged if we restrict the
coefficient 6 of X@ to satisfy KO=0. Further, it is a condition that the minimization
problem of

S(0.7)= |ly-X0|* +7K0, K9 =0

with respect to @ and the Lagrange multiplier y has a consistent solution y = 0, see
Hirotsu (1971) for details.

Example 2.3. Estimation of one-way layout model (2.26). The estimable

functions of interest are y+a;, i=1,...,a and the contrast L'a, L=(Ly, ..., L,)’,
a=(aj,...,a,)". Since X=j, X, ], the normal equation is obtained as
mm O --- 0 . -
A Y1
XX0=|m 0 m - 0 [”]: ol (2.35)
. a :

mO0O 0 - m Ve

Equation (2.35) cannot be solved since rank(X) = a, whereas there are a + 1 unknown
parameters. Therefore, we apply methods (1), (2), and (3).
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(1) Direct method. The i+ 1st row of (2.35) is

—

m(f+a;)=m(p+ ;) =y;..

Therefore, (,u/+\a,~) =7y, is BLUE for its expectation g + a;. Since a BLUE is unique, it
suffices to find one solution. Then, by the condition L’j =0, we have

2= {Li(ﬂ +a;) } = (i L)+ 300 ) (Lat) = 371 (Lidw)
and therefore > "L;y; is BLUE for the contrast L'a.

(2) Orthogonal transformation. We can take a—1 orthonormal vectors py, ...,
P,_ which are orthogonal to each other and also to j,. Let us define

Py=[py,..Pail; (2.36)

where this definition of P,, is used throughout the book. Then, since [a~!/%j, P, | is an
a x a orthonormal matrix, we have

P.P,=1,—-a'j,j., P.P,=I,_,. (2.37)
Now, since
|0 0
X'X =m ,
Di Di
[O P;]/’ i=1,...,a-1 are the eigenvectors of X’X with respect to the eigenvalue m.
Also, since
a a
X'X| . |=m(a+1) l ],
Jﬂ a

[a j’a]/ is an eigenvector with respect to the eigenvalue m(a + 1). Therefore, every col-
umn of

{a(a+1)}"?a O

P= ,
{a(a+1)}""7%), P,

forms orthonormal eigenvectors for a non-zero eigenvalues of X’X and we get

m(a+1) 0
0 :

mIa—l

PX'XP=D=
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Then we have an orthonormal transformation M’ (2.28) of y as

n-1/24
D—l/ZP/X/ n
= ) =|(m 2P X | . (2.38)
Y o
Finally, we get a standard form (2.29) as
i n_l/zy.. T
- 2+ a)
z=M'y=|m™ 2P| . | |=| m'?P.a |+E (2.39)
0
Ya:
L Qy |
Every row of P/ e represents an orthonormalized contrast in e, and P, (¥,.,...,¥,. )

gives its BLUE. Further, from P, PLa= (I-a~'jj')a= (I-a'jj )(yl,,..., V. ) we have
(ai—a.) =y, —¥.. In contrast, from the first row of (2.39) we have (,u+a,) =y. and
combining them we get (u+a;)=¥,. Thus, an orthonormal transformation of y
works nicely for taking out estimable functions and their BLUE.

(3) Linear constraints. It is obvious that only one condition is necessary and
sufficient. Among various conditions to satisfy the requirements, we give two exam-
ples below.

(@) Add K=(10') to the normal equation (2.35), which is obviously not expressible
by a linear combination of rows of X . This is equivalent to setting y =0, and the solu-
tion is obtained at once as

=0, a;=y,,i=1, ..., a. (2.40)

(b) AddK =(0j'), which is equivalent to setting > _; =0, and the solution is obtained
easily as

p=y., Gi=y,—-y.i=1, .., a 241)

Since p and a; are non-estimable, (2.40) and (2.41) give different solutions. However,
both solutions give the same BLUE for the estimable functions:

—

(M+al-) :ﬂ+(){, yl s a, a; = &i_[l[’ :y,;—y,m.
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2.5.4 Generalized inverse of a matrix

Another method of proving Gauss—Markov’s theorem is the application of the gen-
eralized inverse of a matrix. When there is a consistent equation
Ax=v (2.42)

and if A” v is a solution to it, A~ is called a generalized inverse. Of course, A~ is
not necessarily unique. We introduce several theorems regarding the generalized
inverse.

Theorem 2.4. Generalized inverse of a matrix. A~ is a generalized inverse of a
matrix A if and only if

AAT'A=A. (2.43)

Proof. Let A be (ay, ...,a,). If A~ is a generalized inverse of A, then x=A"a; is a
solution of the consistent equation Ax=a;, namely AA~a;=a; holds for

i=1, ..., a. This proves at once AA ~'A =A. Next, suppose there is a consistent equa-
tion (2.42), then

v=Ax=AA"Ax=AA"v

holds for any A~ that satisfiesAA~™A =A. Namely, A v is a solution of (2.42). Finally,
it should be noted that rank(A ™) >rank(AA~A) =rank(A).

It is verified that a generalized inverse that satisfies (2.43) exists as follows.
Let rank(A)=rinthe following, then there exist non-singular matrices B(mxm)
and C(nxn) which satisfy

A 0
BAC=A= :
[ 0 0]171Xn

where A, =diag(éy, ...,6,), 6; #0,i=1, ..., r is a diagonal matrix. Then it is easily
shown that

ATT O
0 0

A" =

nxm
and A~ = CA™ B satisfies equation (2.43), proving A~ and A~ to be the generalized
inverses of A and A, respectively.
Theorem 2.5. A matrix H=A"A is an nxn idempotent matrix and rank (H)=r.
Proof. It is obvious that the following two equations hold:
H>=A"AA"A=A"A=H
r=rank (A)=rank (AH) <rank (H) < rank (A) =r.
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Theorem 2.6. General solution of Ax=0. A general solution of Ax=0 is
expressed as

x=(I-H)w. (2.44)

Proof. Tt is obvious that Ax=0 for x satisfying (2.44). Since I-H is also an
idempotent matrix, its rank is equal to tr (I—H)=tr (I)—tr (H) =n—r and therefore
equation (2.44) expresses all the solutions of Ax=0.

Theorems 2.7 and 2.8 follow at once from Theorems 2.5 and 2.6.

Theorem 2.7. General solution of a consistent equation. A general solution of a
consistent equation Ax =v is expressed as

x=A"v+([I-H)w,

where A is any generalized inverse of the coefficient matrix A.

Theorem 2.8. Unique solution in a consistent equation. A necessary and sufficient
condition for the solution L'x to be defined uniquely for x that satisfies a consistent
equation Ax =v is

LH=L'

Now we can apply these theorems to the normal equation (2.27) by taking

A=X’X,x=é, v=X'y. It is obvious that the normal equation is consistent, since
the left and right sides of the equation belong to the same linear subspace. Defining
any generalized inverse (X'X)~, we obtain

0=(X'X)"Xy. (2.45)
For any estimable function L'@, L’ can be expressed as L' =I'X’'X and then
LH=IXXX'X)" X'X=IXX=L

holds, where it is easy to verify that all the linear combinations of X'X and X coincide
each other. Namely, L'Ois unique by Theorem 2.8. Also, once 6 has been expressed as

(2.45), the minimum variance of L' can be proved in exactly the same way as in the
case when X is full rank.

2.5.5 Distribution theory of the LS estimator
The variance of BLUE L'6 of an estimable function L' is given by

L'(X'X) X' (¢’I) X(X'X)"L=L'(X'X) Lo". (2.46)
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If we express L'6 as I}n in the standard form of (2.29), then the variance of BLUE

1/2

I'7 is given by I11;6°. Since I is expressed as L'PD~"/%, we have

% (L’é) —L'PD"'PLo. (2.47)

PD~'P is nothing but the Moore—Penrose generalized inverse of X'X.

If we assume the normality of error e, L' is distributed as normal with expectation
L'0 and variance given by (2.46) or (2.47).

The distribution of S (é) (2.31) is easily obtained by the standard form of (2.29).
Namely, if the error e is distributed as normal, the elements of Q'y are distributed
independently as N(0, 6> ) and therefore S (9) /6 is distributed as a chi-squared dis-

tribution with degrees of freedom n—r as the sum of squares of n—r independent
standard normal variables. Let us denote the chi-squared variable with degrees of

freedom v by ;(5 then S (@) is distributed as ¢* ;(%_r. The degrees of freedom (df ) have

already appeared in Sections 2.3 and 2.5.2 as the parameter to define #- and the
chi-squared distribution, respectively. Also, they are explained as follows.

(1) The chi-squared variable with df v is characterized as the sum of squares of inde-
pendent v standard normal variables.

(2) When we express the linear model (2.21) in the standard form (2.29), the number of
linearly independent parameters is r. Therefore, n—r is the number obtained from the
sample size n subtracting the number of essential parameters r.

(3) Since X’ (y—Xé) =0, the elements of y—Xé are not linearly independent. The

number of linearly independent elements is only n—r. S (9) is formally a sum of

squares of n elements. However, it can be rewritten as the sum of squares of n—r ele-
ments and one expression of it is |Qy||>. In short, the degrees of freedom are the
dimension of error space in this context.

Regarding the chi-squared distribution, Lemma 2.1 is useful.

Lemma 2.1. Suppose y is distributed as a multivariate normal distribution N(u, £2).
Then the necessary and sufficient condition for a quadratic form y’Ay to be distributed
as chi-squared is that Ax =0 and A£2 is an idempotent matrix. In this case the degrees
of freedom is tr(AQ). If Au#0, it is a non-central chi-squared distribution with
non-centrality parameter p'Ap.

Proof. These conditions are easily verified by calculating the characteristic function of
the quadratic form and omitted.
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Example 2.4. S(é) of (2.31) is a quadratic form of y by A =I-ITy and V(y) =°I.
Since AE(y)=(I-IIx)X0=0 and o 2AV(y)=I-IIx is idempotent with tr
(I-IIy) =n—r,s(9) /o is distributed as chi-squared with df n—r.

Finally, under the normality assumption, 6 and Q'y are mutually independent by the
orthogonality of estimation space and error space. Therefore, an estimator L'0 of the

estimable function and S (9) are mutually independent.

2.6 Maximum Likelihood Estimator

The linear model is suitable for modeling the mean of the normal distribution and
is not necessarily good for a general distribution. As already mentioned in Sections
1.7 and 1.10, a log linear model is more suitable for the categorical data. A well-
known independence model p;;=p;. X p, is a typical example. As another example,
we consider a dose-response model in a bio-assay, where data are obtained as y;
deaths out of n; experimental animals at dose x; of a poison. Then, as a model of expec-
tation E(y;/n; ) a simple regression model p; = 8, + f, x; for death rate is obviously inap-
propriate, since it is easily beyond unity for large x; when 3, is positive. In this case a
logit linear model

log{pi/(1-pi)} =Py + P xi (2.48)

can escape from the restriction on the range of p;, since the range of log{p;/(1-p;)}
for0<p;<1lis —oco ~ 0.

The model (2.48) can also be interpreted as follows. Suppose that every experimen-
tal animal has its own threshold and a death occurs when the dose x goes beyond the
threshold. Let us assume a logistic distribution

F(x)= exp(fy +p,x) /{1 + exp(By+p %)}

for the threshold over the population of experimental animals. Then the death rate p;
fordosex;isp;= Pr (X<x;)=F(x;) and this is nothing but the logit linear model
(2.48). A linear model for some function of the expectation parameter like (2.48)
is generally called a generalized linear model, and the function is called a link func-
tion. The link function employed in (2.48) is called a logit function. One should refer
to McCullagh and Nelder (1989) and Agresti (2012) for this type of modeling.
A statistical method employed for the general non-linear model is the maximum like-
lihood method, instead of the LS method for the linear model.

We call the probability density function of y a likelihood function of parameter 6

and express it as L(y, ) or simply L(@). The value @(y) that maximizes L(0) is called
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a maximum likelihood estimator (MLE), and intuitively expected to be a good esti-
mator. Actually, when the sample size is large and under an appropriate regularity
condition it asymptotically coincides with @ (consistency), attains Cramér—Rao’s
lower bound (efficiency), distributed as normal, and is called a best asymptotically
normal estimator. In particular, when the underlying distribution is normal in linear
model (2.21) the MLE coincides with the LS estimator.

Example 2.5. MLE for the normal distribution. Let y,, ..., y, be distributed inde-
pendently as the normal distribution N (x4, 62). Then the likelihood function is

2
L(,u, 02) = (2n02) /2 exp— %.

The maximum likelihood equations are obtained by maximizing log L with respect
to y and o as follows:

ologL

85 azz(yl u)*=0 (2.49)
floglL _ n 1 1 o
aggz =% i gl =0 250

From equations (2.49) and (2.50), the MLE are obtained as
A — A2 1 2
p=y. 0= 0imn)"

Here, ji is an efficient estimator and &7 is a consistent and asymptotically efficient
estimator.

In the following we prove the asymptotic consistency, efficiency and normality
of the MLE @ in the simplest case that yy, ..., y, are independently and identically dis-
tributed following one parameter probability density function f(y, 8), not necessarily
normal, where we assume some regularity conditions such as an exchange of the
order of integration and derivation. The log likelihood function and its first partial
derivation with respect to € are obtained as follows:

log L(0) =>_logf (vi, 0)

dlogL(0) -y dlogf (v, 0)
0 = 90
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Now, n~'9logL(6)/00 is an average of independent and identical random
variables so that with n large it converges in probability to its expectation

Eeo{ W} =&g,(0)

by the law of large numbers, where we put the true value of  as 6. Then, &, at =6,
is calculated as

au60)= [ W <f0ntu)dy= [(30.00) foou}ay. @D

The last equation of (2.51) is just the derivation of f f(y,60)dy=1 with respect to

6o, which reduces to zero. Therefore, if 8 is a unique solution of &, (6)=0, 0 con-
verges to 6, in probability. This is the proof of consistency. Next we expand the
log likelihood function at 6= 6 around 6=6y:

LalogL(0)| _ 1 dlogL(0)
vynoo00 =0T /n 90

where 0" is some value of @ that satisfies (6" —9) (6" =6y) <0. The first term of the
middle equation of (2.52) is

10%logL(0)

lo=0, +v/n(6-60) PR

lo=o =0, (2.52)

LG dlogf (yi, 6o)
V=96,

and converges in law by the central limit theorem to the normal distribution with
expectation zero and variance:

dlogf (yi. 60)\| _ . Jdlogf (v 00)\* _
V{T}‘E{T} =N

where 1,(6,) is Fisher’s amount of information evaluated at 8 =0,. In contrast, the
coefficient of \/5(9—60) in the second term converges in probability to

%1 . 0
E{%} A

by the law of large numbers. Therefore, \/n (9—90) is asymptotically distributed as
normal, N{0,/;'(6)} .
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More generally, suppose an observation vector y=(yy, ..., yn)/ has a likelihood
function L(y, ) then, under an appropriate regularity condition, the asymptotic

distribution of the MLE @ is shown to be a multivariate normal distribution
ﬁ(é—ao) ~N{0,I7'(0))} .

where 1;(6,) is Fisher’s information matrix per datum.

2.7 Sufficient Statistics

In statistical inference, the concept of sufficient statistics has an essential role. As a
simple example, let us consider the Bernoulli sequence y = (y1,..., y,)" where y; takes
value 0 or 1 independently with probability

Pr(Y;=1)=pand Pr(¥;=0)=1-p,
respectively. Then, the likelihood function of y is
Hi{pyi(l_p)l_yi}:pzl')’i<1_p)n_zl‘yi. (2.53)

If the parametric inference is made through equation (2.53), it is reasonable to
consider the data y to contribute to the inference only through the statistic
T(y)=>_,yi. More exactly, it can be shown that the conditional distribution given
T(y) does not depend on the parameter p, that is, knowing more details about y
beyond 7(y) contributes no information regarding p. Since the marginal distribution
of T(y) is

Pr(T=1)=Y, -3, p'(1-p)" "= <”>p’(1 )", (2.54)

t

we obtain the conditional distribution of y given 7T(y) as

oy (,5;51 ;_,} -(7)

The summation in equation (2.54) is with respect to y, ..., y, subject to Y y;=t.
The result shows that there are (I;) sequences of y; subject to Y y;=t and each of

them occurs with equal probability. In other words, knowing 7= "y;, knowing further
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each y; gives no extra information regarding p. Such a statistic 7(y) is called
a sufficient statistic.

Definition 2.1. Sufficient statistics. Regarding the probability density function
f(y, ), if the conditional distribution given a set of statistics ¢= (¢, ..., #) does
not depend on parameter 6, then (¢, ..., #;) are called sufficient statistics.

Theorem 2.9 gives a necessary and sufficient condition for ¢ to be sufficient
statistics.

Theorem 2.9. Factorization theorem. The necessary and sufficient condition for
t=(t1, ..., 1;)" to be sufficient statistics is that f(y, @) is factorized as

Sy, 0)=c(0)xg(y) xh(t,0) (2.55)
Proof. The proof is given for the probability function P(y, 8) of a discrete distribution.

Necessity. For the conditional distribution to be free from parameter 6, the following
equation necessarily holds:

P(y, 0)

2 1) =P, 0) =80): 220

where g(y) is free from 6. The denominator on the left-hand side of (2.56) is a
summation with respect to y satisfying 7(y) = ¢ so that it should be a function of ¢
and can be written as (@) x h(¢, @). Thus it is necessary for P(y, 6) to be factorized
as c(@)g(y)h(, 0).

Sufficiency. If P(y, 0) is factorized as (2.55), we have
Sr) PO 0) = ¢(0) x g (1) x (1. 9).
Then the conditional distribution becomes
c(8) x gly) xh(t,8)/ {c(0) x g"(t) xh(t, 0)} =g(y)/¢"(t)
and does not depend on 6.

Example 2.6. If y,, ..., y, are distributed independently as the normal distribution N
(u, 02), then the density function is factorized as

F(.0)= (2m0%) ™" ex —%{n(ﬁ—u)ﬂz,‘(yi—yf}. 2.57)
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Therefore, ¢= {y,, Zi(y,»—y,f} is a set of sufficient statistics.

Example 2.7. If y;, ..., y, are distributed independently as a uniform distribution in
the interval [0, 8], then the density function can be written as

1

0,1,0 Vi Yn <0,
fly,0)=

0, otherwise,

1

9” (9 ymax)hv (ymin),

where

0, x<0,
hy(x) =
1, x>0

is the Heaviside step function. Therefore, y.x is a sufficient statistic.
Example 2.8. Let y=(y;, ..., y,) be distributed independently according to an

unknown density function f{y). This is regarded as the case of infinite number of
parameters. Let us denote the ordered statistics by

Then the joint density function of the ordered statistics y(yy, ..., Y 1S

8y ¥iy) =X T f{ i) -

Actually, the following equation is easily verified:

[r—

where the integration is subject to y(j)<---<y(,. This proves that y(, ..., i are
sufficient statistics because of the factorization

|
F)=—x g (v ym)-

The conditional distribution of y given the sufficient statistics gives equal probability
1/ n! to all the permutations of (y, ..., Yu)). This distribution is utilized later to
evaluate the p - value of the non-parametric permutation test.
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The following theorem tells how sufficient the sufficient statistics are for statistical
inference. It also gives a method of constructing a minimum variance unbiased
estimator.

Theorem 2.10. Rao-Blackwell. For simplicity, we describe the case of one param-
eter but the theorem holds more generally. Let 7 be a sufficient statistic for the prob-

ability function P(y, 0) or f(y, 6). Let 6 be an arbitrary unbiased estimator of § and
consider the conditional expectation of 0 given t:

Ak ~

0 =E(0)r).
Then 6 is also an unbiased estimator and the variance is improved as
v(67)<v(®). (2.58)

Proof. Since t is a sufficient statistic, 6" is a function of ¢ not depending on the
unknown parameter. Then its expectation with respect to ¢ is equivalent to the overall

expectation of o:

*

Er{07(1) } =Er{E(0IT) } =E(8) =o.

V(é):E{ (é—é*+é*—9)2}
=E{ (9_9*)2} v26{ (6-0') (a*_e)}+E{(@*_e)2}.

The second expectation of (2.59) is found to be zero by taking the conditional expec-
tation given ¢ first. The first expectation is non-negative and the last expectation is the

(2.59)

variance of 0, thus proving the inequality (2.58).

This theorem tells us that for any unbiased estimator it is possible to construct
an unbiased estimator based on the sufficient statistics whose variance is equal
to or smaller than the original unbiased estimator. In other words, to search for
the minimum variance unbiased estimator we can restrict to the function of suffi-
cient statistics. This theorem is not restricted to the unbiased estimator. For any 0
there is a function of sufficient statistics improving the MSE with the same expecta-

tion as 6.
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Example 2.9. Assume a Bernoulli sequence y=(yy, ..., yn)' which is distributed as
(2.53). Then p=y, is an unbiased estimator, since it satisfies

E(p)=E(Y1)=1xp+0x(1-p)=p
with variance
V(p)=E(p*)—{E()} = (1xp+0xp)—p*=p(1-p).

Therefore, we take a conditional expectation of p given the sufficient statistic 7= ;.
The conditional distribution of y takes one of the sequences with total number of unity
equal to 7 at equal probability, that is, 1/ ( ; > . The conditional expectation is therefore

() o U7
p*=E(Y; |t) =1x PN i b
” Y

giving an unbiased estimator again with a smaller variance V(p*) =p(1-p)/n.

Example 2.10. Supposey = (y1,..., y,) is distributed as normal N(x, 1). In this case it
is obvious that y is a sufficient statistic and y; is an unbiased estimator of u.
Therefore,we take a conditional expectation of y; given the sufficient statistic y..
To obtain the conditional distribution it is convenient to transform the data y to y.
and a set of statistics which are independent of y.. As one such method, we take an
orthonormal transformation

—1/24
n n

/
Pn

u=

where we already defined P, in (2.36) and (2.37). The first element of u is u; = v/ny.
and the last (n— 1) elements u, are distributed as N(0, I,,_; ) independently of u;. Then
the conditional distribution of

Puy,=P,P,y=(I-n""jj)y=y-y.j

given y. is N(0,P,P, ). Therefore, the conditional distribution of y =P,u +y.j given
y. is known to be

NS jp In=n"",4))- (2.60)

The distribution (2.60) is degenerate, since y. is fixed. However, in (n— 1) dimensions
it is a usual multivariate normal distribution. In particular, the conditional distribution
of y; is N(y.,, 1-n~!) and its conditional expectation is ..
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By definition the observation vector y is itself a sufficient statistic. The discussion
up to here does not contradict this, but we have been implicitly assuming a minimal
dimension of the sufficient statistics. This is called a minimal sufficient statistic and
one should refer to Lehman and Scheffé (1950) for a more rigid definition.

Definition 2.2. Complete sufficient statistics. If a function of sufficient statistics
whose expectation is zero is only zero, the sufficient statistics are called complete.

Suppose there are two unbiased estimators 7} and 7, composed of the complete
sufficient statistics for a parameter, then 7', and 7, should be equal, since

E(Ty-T2) =E(T1)-E(T>) =0.

Namely, the unbiased estimator based on the complete sufficient statistics is a unique
and minimum variance unbiased estimator by the Rao—Blackwell theorem. In
Examples 2.9 and 2.10, ¢ and y. are complete sufficient statistics so that #/n and y.
are minimum variance unbiased estimators of p and y, respectively. This gives another
proof from the Cramér—Rao’s lower bound or Rao’s Theorem 2.1. More generally, if
the y; are distributed independently as an exponential family

C(O)h(y;) exp—{0i1t;(yi) +---+0itr (i) },

where 6, ..., 8 are functionally independent and the range of y for the density to be
positive does not depend on 6, then

4= ti(vi),j=1, ...k
gives a set of complete sufficient statistics.

Example 2.11. Example 2.5 continued. The density function f(y;, 4, 6°) of a normal
distribution is written as

/1, 2u
2 2
f (i p,0%) exp-3 <; Yi _;yi)~

Therefore, (> y?,>"yi) is a set of complete sufficient statistics.
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Basic Test Theory

A test is a statistical method to judge whether a specified value of a parameter is true or
not. The specification is called a null hypothesis, Hy. By the nature of the test, a rejec-
tion of Hy is useful information whereas an acceptance does not make sense unless the
sample size is appropriately chosen for the purpose. When constructing a test it is
important to specify the direction of departure from the null hypothesis, which is
called the alternative hypothesis H;. The null hypothesis H, can be a single value,
a range, or a simplified structure of parameters with lower dimension. Reduction
of the estimation space of a linear model is an example of the last, and the first is
considered a special case of the last.

3.1 Normal Mean

3.1.1 Setting a null hypothesis and a rejection region
Suppose we have the simple model of Section 2.1:
yi=u+e,i=1,...,n,

with e; distributed independently as N(0, 02), where we assume for a while 62 to be
known for simplicity. Now, the problem is to test the null hypothesis

Ho: p=pg (3.1)
against the alternative hypothesis

Hy:p=py,, (3.2)
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where ug is a past process mean and y; is the value after making some change in
the process. A test specifies a region R in the sample space which supports H; more
than H, and rejects H,, if the data y belong to R. The region R is therefore called
a rejection region. The rejection region R is characterized by two kinds of
probability:

(1) Probability of error of the first kind Pr (y €ER | H()). This is the error of rejecting
H, when it is true.

(2) Probability of error of the second kind Pr (y ¢R | H, ): This is the error of accept-
ing Hy when it is not true.

These two probabilities are contrary to each other. For example, it is possible to make
the second kind of error have probability zero by taking R equal to the whole sample
space (always rejecting H, irrespective of the value of y), but then the first kind of
error has probability unity. In contrast, we can make the first kind of error have prob-
ability zero by setting R equal to the empty set, but then the second kind of error has
probability unity. One approach to avoid such a nonsense rejection region is to set an
upper bound « for the first kind of error probability and to minimize the second kind of
error probability under this condition.

The upper bound a is called a significance level and usually taken as 0.05 or 0.01.
We define the power of a test by

Pr(yeR|H,)=1-Pr(y¢ R |H,).
This approach is then formulated as an optimization problem of maximizing
Pr(y € R|H,) subjecttoPr(y € R |Hp) < a.

The result is called a rejection region of the most powerful test. Let us define an indi-

cator function of R as
1, yER,
oy)= { 0. y¢R,

then defining a rejection region is equivalent to determining the function ¢(y), which
is called a test function. The most powerful test is given by Neyman—Pearson’s fun-
damental lemma.

Theorem 3.1. Neyman-Pearson’s fundamental lemma. When y is distributed
according to a density function f{y, u), the rejection region of the most powerful test
for testing H (3.1) against H; (3.2) is given by

R:f 0y, m)/f (v, o) >c, (3.3)
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where the constant ¢ is determined by

Pr(y € R |Hy) =a. (3.4)

Proof. Let ¢ be an unknown constant then, for any test ¢(y) that satisfies the
condition Pr(y € R |Hp) < a, we have

]¢<y>{f@,u1>—cf@, o)y 2 f(p(Y)f(v, uy)dy-ca.

Define a particular test function ¢*(y) by

*(y)={ L £y, ) =cf (v, o) >0,
0, f(y, p1)—cf(y, 1) 0.

Then we have

[0 90010y 2 [0 )= ca
Therefore, if we can define ¢ so as to satisfy E{¢*(y) |Ho} = a, we have

E{¢"(y) |Hi} 2 E{o(y) [H\}

and ¢*(y) is the most powerful test function since ¢(y) is an arbitrary test function with
significance level a.

Equation (3.3) implies that the data y support x; more than 4, and equation (3.4) tells
us that the probability of the error of the first kind is equal to a. The probability of the
error of the first kind that the test actually has is called the size or risk rate of the test,
whereas the significance level a implies the upper bound of the risk in constructing a
test. To raise the power of a test, the size of the test should be set at the upper bound «,
but this is generally impossible for discrete data.

If we apply equation (3.3) to the normal density N(u, 6°), we have

R: (uy—po)y.>c.
If we assume p; —p >0, then a rejection region is obtained as
R:y>c".

Namely, a larger ¥. supports H; more. The value of ¢” is determined from (3.4). Under
Hy, ¥. is distributed as N(u, 0°/n) and the standardized form u = (5. —p,)/+/0?/n is
distributed as N(0, 1). We generally denote the upper 100 a percentile of N(0, 1)
as z,, as shown in Fig. 3.1.
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Figure 3.1 An upper 100 a percentile of N(O, 1).

Then, from

Pr{(5.=) /P [n> 2 =a
we have
"=py+ (6/v/n)za.
Namely, the rejection region of the most powerful test is given by
R:y.>py+ (a/ﬁ)za. (3.5)

It rejects Hy when y. exceeds uo more than (6/4/n)z,. It should be noted that the
rejection region (3.5) does not depend on y4, except for the condition | — > 0. That
is, it is most powerful against every u; larger than u,. Therefore, the rejection region
(3.5) is uniformly most powerful against the alternative hypothesis

Hi: o> pg. (3.6)
Similarly, against the alternative hypothesis
HY: u<pg 3.7)
the rejection region
Ry <py—(0/vn)za (3.8)

gives the uniformly most powerful test. The hypotheses H; (3.6) and H| (3.7) are
called right and left one-sided alternative hypothesis, respectively. In contrast, for
the two-sided hypothesis

HY': p# g (3.9)

there is obviously no uniformly most powerful test, since it is obvious that the rejec-
tion region R (3.5) is uniformly most powerful against the alternative hypothesis
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1>, but the power of such a rejection region against y <y, becomes less than a.
However, there certainly exists a rejection region R’ that is more powerful than R
against u < y,. Under the one- and two-sided hypotheses (3.6), (3.7), and (3.9), the
assumed distribution is not unique and they are called a composite hypothesis. In con-
trast, under Hy (3.1) and H, (3.2) the distribution is uniquely determined and they are
called a simple hypothesis. Another type of composite hypothesis will be introduced
in Section 3.1.4.

An approach to finding a reasonable test against the two-sided alternative is to
request for the power of the test not to go down under the significance level a.
A test which satisfies this property is called an unbiased test. The rejection region
of the most powerful level a unbiased test

Ry:y. —pg>a or y.—puy<b

is obtained by determining a and b to satisfy the requirements that the power function
defined in the next section should take a minimum value a at u=u, (see Fig. 3.3).
Then we reach the two-sided rejection region

R,: |y_—/40|>(6/\/ﬁ)za/2. (3.10)

The rejection region R, does not depend on the particular value of p (# p) and is
called a uniformly most powerful unbiased test.

As mentioned above, a rejection region is often expressed by the amount of
test statistic 7(y), like T>cor|T|>c. In this case we can evaluate the significance
by the probability above the observed value T =t evaluated at the null hypothesis
Hy. This probability, Pr (T = ¢| Hy), is called the p-value. To declare significance when
the p-value is less than « is equivalent to the significance test by rejection region
with significance level a. Generally, having the p-value is a more informative
procedure.

3.1.2 Power function
The power of the one-sided test (3.5) at a particular value u =y, is calculated, noting
that u= (¥ —p,)/+/0?/n is distributed as N(0, 1). By a simple calculation we have
Pr(yeR|p=p)= Pr{y.>uo+(c/vVn)za | p=p }
= Pr{u+(u;—po)/(6/Vn) >z}

In Fig. 3.2 the power is the upper-tail probability of the shaded area by oblique lines
with respect to the standard normal distribution shifted to the right by the amount of
y=(u—py)/(c/+/n). The left one-sided rejection region R’ (3.8) should be consid-
ered symmetrically. Similarly, for the two-sided rejection region R, (3.10) we get



46 ADVANCED ANALYSIS OF VARIANCE

N(0,1) Density N(y,1)
A

A

il

S

NlQ

—Zan2 0

\/;(ﬂrﬂo)
r=

Figure 3.2 Rejection region R and R;.

Power

A
1.0

Right one-sided test

Two-sided test

0 Non-centrality ;

Figure 3.3 Power function.

Pr(yGRz |;4=;41) = Pr{u+((/:_l/_\;%)>za/2} + Pr{u+((l;_l/_\;t_’(;))< —Za/z}.

The power is a function of

y=vn(u —pp)/o

and increases with it or the absolute value of it. In other words, the power is large when
the departure of y; from yj is large, n is large, and the variance is small. The power as a
function of y is called the power function. The outline of the power function for the
rejection regions R; and R, is as in Fig. 3.3.
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In the introduction of the test above, the treatments of the two hypotheses H, and
H, are not symmetrical. If we take small values 0.01 or 0.05 for a as usual and y
belongs to the rejection region, this strongly supports the negation of H,. However,
if y does not belong to the rejection region this does not necessarily support the fact
that Hy, is true. In the two-sided rejection region R, with a=0.05, for example, power
reach 0.5 at y = \/n(u; =) /6 = 20,05/ = 1.96, and for y smaller than 1.96, the prob-
ability of acceptance is larger than the probability of rejection of the null hypothesis.
This should occur quite often when the departure 6= (u; —p) /o is moderate and the
sample size is not large enough. Therefore, it is not appropriate to declare the accept-
ance of Hy by not rejecting H; unless the sample size has been determined to have a
sufficient power against the amount of departure 6 of interest. We often call the com-
plement of a rejection region an acceptance region, but careful interpretation is
strongly recommended. The equivalence test of Section 5.3 is required in this context.

3.1.3 Sample size determination

Suppose we wish to detect a departure u; —u, =ko at power 1—f, where f is usually
taken as 0.10 or 0.20.

(1) Right one-sided alternative. The power requirement at yt; =y, + ko is formulated
as follows:

Pr{u>zo—/n(p, —po) /0 } =Pr(u>zo—/nk) 2 1-p.
It requests
Za—Vnk<zi_p=—zp=>n=2(z, +Zﬁ>2/k2-
The left one-sided alternative is dealt with similarly, and the same result obtained.

(2) Two-sided alternative. If u, =p;+ko(k>0) and 1-p is not small, the
probability that the observation y belongs to the left part of the rejection region R,
is negligible. Therefore, the required sample size is

nz (24 +z/;)2/k2.

For the same a and f, the required sample size is larger for the two-sided alternative than
the one-sided alternative. This is quite reasonable, since the one-sided alternative could
restrict the direction of departure by prior information.

The one-sided alternative is employed when the direction of departure is clear, for
example, the defective percentage should decrease with improvement of a production
process or the freezing point should go down with contamination. The multiple deci-
sion processes approach of Chapter 4 is attractive in this context, as it unifies nicely
the right and left one-sided and two-sided tests.
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3.1.4 Nuisance parameter

It was for convenience that we assumed &° to be known in Section 3.1.1. In this
section we consider a composite null hypothesis

Ko p=py, o7 is an arbitrary positive number,

where the distribution under the null hypothesis is not unique. An unknown parameter
like 6° here, which is not the object of statistical inference but should be taken into
account in the test procedure, is called a nuisance parameter. The usual approach in this
case is to consider a test which keeps the significance level a irrespective of the value of
the nuisance parameter. Such a test is called a similar test and, if there exists a most
powerful test among similar tests, it is called a most powerful similar test. A similar test
is usually constructed by a test statistic whose distribution is free from the nuisance
parameter under the null hypothesis. Therefore, it is generally constructed based on
the conditional distribution given the sufficient statistics under the null hypothesis.

In this problem the statistic
t=(y.—uo)/1/ & /n 3.11)

has been obtained from the standardized statistic (y.—s,)/+/02/n by replacing o*
by the unbiased variance 6% (2.32). If we rewrite 7 (3.11) as

_ (y.=m) /o n
VS (n=1)
then the numerator is distributed as a standard normal distribution and the denomina-
toris distributed as y/y>_, /(n—1), independently of the numerator (see Example 2.2).
This statistic is called the Student’s z-statistic, and its distribution is Student’s, or
simply the z-distribution with df n—1. The test based on ¢ is called Student’s ¢, or
simply the ¢ -test. We have already shown the outline of the density function of the
t-distribution in Fig. 2.1. I y; is distributed as N(u, o), namely under the alternative
hypothesis, it is called a non-central ¢-distribution with non-centrality parameter

r=vn(u—po)/o. (3.12)

When y =0 it is a usual z-distribution.
For the right one-sided composite alternative

Ky : p>pg, o° is an arbitrary positive number (3.13)

the rejection region
R :t>t,-1(a) (3.14)

gives a uniformly most powerful similar test with significance level a, where #,_ ()
is the upper a point of the #-distribution. Similarly, for the left one-sided alternative K
we get a uniformly most powerful similar test

R :t<—t,_1(a).
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For the two-sided alternative
Ky : p# g, o2 is an arbitrary positive number,

we consider the class of unbiased tests as in Section 3.1.1 to obtain
Ry, : |l| >ln_1((){/2).

This is a uniformly most powerful unbiased test.

The power of the #-test is calculated as a function of the non-centrality parameter
y (3.12). The t-distribution is asymptotically distributed as normal. Therefore, the
outline of the power function is rather similar to Fig. 3.3 when the sample size is
moderately large.

3.1.5 Non-parametric test for median

There are various test procedures for the normal mean other than the r-test of the
previous section. Suppose that six data points yy, ..., y¢ are all larger than pq in test-
ing the null hypothesis H, (3.1) against H| (3.6) or K (3.13), for example. Such an
outcome is an extreme value supporting the right one-sided hypothesis obtained at
probability 1/2°=0.016 under H. In other words, the one-sided p-value is 0.016.
Therefore, we can conclude that the result is significant at level 0.05. This test uses
only the sign of y;—y, and is called a sign test. It does not require the normality
assumption of the error e and gives a non-parametric test procedure for the null
hypothesis of the median

K Pr(y>pug) =Pr(y<pyg) (3.15)
against the right one-sided alternative hypothesis
K\ :Pr(y>ug) >Pr(y<pq). (3.16)

However, it is natural that the power of the sign test is considerably lower than the
most powerful tests R (3.5) and R; (3.14) if the distribution of the error is actually nor-
mal. In contrast, if the distribution of the error is symmetric then the permutation test
and the signed rank sum test below can give a reasonable power.

(1) Permutation test. If we assume symmetry of the error distribution, then the
distribution of y—y, under K (3.15) becomes symmetric at both sides of zero. Let
us define x; =y;—py, i=1, ..., n. Then the sum x. should be around zero under Kj,
and take a large positive value under the right one-sided alternative K| (3.16).
The significance of x. can be evaluated by the conditional distribution given

lxl, ..., Ix,l. The conditional distribution of x; takes =+ |x|, at equal probability 1/2
under K{, by the symmetry assumption. More exactly, the joint conditional distribution
of x=(x1,...,x,)" given Ixl, ..., lxl, takes all the 2" combinations (  |xi|,..., *|x,|)" at

equal probability 1/2". Then the p-value of x. is given by n,/2", where n, is the number
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of sample points with sum X. exceeding or equal to the observed value x.. For the left
one-sided alternative we may count the number of X. below or equal to x. It is
also equal to the number of X. exceeding or equal to the observed value —x. For
the two-sided test we count the number 7, of [X.| exceeding or equal to the observed
value x|, and then the p-value is 2n,/2".

If n is moderately large, it is time-consuming to count the number n,. In this
case a normal approximation of the conditional distribution is available. We can
calculate the conditional expectation and variance of

Z=X1+ - +X, (3.17)

given |X;|=|x;|, i=1, ..., n, under K{ as follows. Since X; takes = |x;| at equal prob-
ability 1/2, we have

1 1
E(Xl.)z5 X |xi] +§ x (=|x[)=0

1 1
and V(X;)=E(X?)-{E(X;))}* = 5 | + 5% (= i) 2= 0% =22
Assuming Xj, ..., X,, are mutually independent, we have

E(Z)=0,V(2)=31 %

i

Therefore, when n is large the null distribution of the standardized variable

u=(x1+ X)) i X7 (3.18)

is a standard normal N(0, 1). Therefore, the rejection regions are

u >z, forthe right one—sided alternative hypothesis,

u < —z, forthe left one—sided alternative hypothesis,

|u| > z4/> forthe two—sided alternative hypothesis.
We call this test simply the u-test. This approximation is useful roughly for
n>10.

It is interesting to note the relationship between the 7 (3.11) and u (3.18) tests.
It is easy to see that

1/2
t=u/{(n-u*)/(n-1)} """
Namely, the u-test is equivalent to the #-test employing the critical value of (3.19) at
U=Z,4OF 24/, instead of #,_; () or £,,_1 (@/2). We denote the value of (3.19) at u =z, by
u,. Then, as shown in Table 3.1, there is not much difference between the two critical
values and at n= oo they coincide precisely. Namely, the #-test is an asymptotically

(3.19)



BASIC TEST THEORY 51

Table 3.1 Comparing the critical values of the ¢ (3.11) and u (3.18) tests.

n 10 20 30 50 00

a 0.025 0.05 0.025 0.05 0.025 0.05 0.025 0.05 0.025 0.05
fo1(a) 2262 1.833 2.093 1.729 2.045 1.699 2.010 1.677 1.960 1.645
Uy 2369 1.827 2.125 1.724 2.064 1.696 2.019 1.674 1.960 1.645

non-parametric test and gives an asymptotically exact critical value under the assump-
tion of symmetry. This property is called the criterion robustness of the r-test against
a departure from the normal distribution. In other words, the permutation test has
asymptotically equivalent power to the #-test.

(2) Signed rank sum test. In the permutation test we may use the rank of Lx; instead
of using Ix;l as it is. Namely, instead of z (3.17) we use

W = (Sum of ranks of |x;| for x; >0) — (Sum of ranks of |x;| forx; <0). (3.20)
Then we obtain
E(W)=0,V(W)=Y]=n(n+1)2n+1)/6,

assuming there is no tie. The standardized statistic

W/\/n(n+1)2n+1)/6

can be evaluated asymptotically as a standard normal distribution N(0, 1). When there
are ties a modification is necessary, but for the quantitative data the chance of
ties is small. The formulae when ties exist are given in Sections 5.2.2 and 5.2.3.
When the sample size is not too large, an exact enumeration is possible, as shown
in Example 3.1.

Example 3.1. The data in Table 3.2 are the extension strength of stainless steel for
10 samples (Moriguti, 1976). The samples are for testing whether the average
u="70(kgf /mm?) has changed with a change of materials. Since the direction of
change is not specified, we apply the two-sided test. We give three procedures here,
but actually one method should be selected before seeing the data.

(1) t-test. The necessary calculations are as follows:

y.=33i/n=717.0/10=71.7,

S =72.87+69.7% +---+70.5* = 51453.60,
S(i) ="y —y*/n=51453.60-717> /10 =44.70,
6°=S(j1)/(n—1)=44.70/9=4.97.
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Table 3.2 Preparation for calculating statistics.

Sample 1 2 3 4 5 6 7 8 9 10 Total

Vi 72.8 69.7 774 733 712 734 69.8 682 757 705 117.0
x=y;-70 2.8 -03 24 33 12 34 -02 -1.8 57 05 17.0
xl? 7.84 0.09 576 10.89 1.44 11.56 0.04 3.24 3249 0.25 73.6
Rank 7 2 6 8 4 9 1 5 10 3
of Ix;l
Signed 7 -2 6 8 4 9 -1 -5 10 3 39
rank

From these statistics we obtain

=(71.7-70.0)/\/4.97/10=2.41",

Since 79(0.05/2) =2.23, the result is significant at the two-sided level 0.05. Namely, a
mean shift is suggested.

)= \@.—uo)/ #/n

(2) Permutation test. First we prepare Table 3.2 to calculate the test statistics for
non-parametric tests.

From z=17.0and 3_}2 x? =73.60 we obtain
u=17.0/v73.60=1.98".

Since this is larger than 1.96, the permutation test also gives a significant result at the
two-sided level 0.05. The result is very similar to that of the #-test.

(3) Signed rank sum test. From Table 3.2 we obtain the statistic W =39 (3.20) and
by standardization

nn+1)(2n+1)
6

This value is very close to u=1.98, and the same conclusion is obtained. In this case it

is possible to count the number of signed rank sums which are equal to or larger than

39 among all possible outcomes. This is equivalent to counting the rank sum less than

or equal to 8. It can be counted as follows.

w/ =39/v385=1.99".

Number of minus ranks equal to 1: 1,2,3,4,5,6,7 or 8 8 cases
Number of minus ranks equal to 2: land 2, 3,4,5,60r7 6 cases
2and 3,4,50r 6 4 cases
3and 4 or 5 2 cases
Number of minus ranks equal to 3: 1,2 and 3,4 or 5 3 cases

1,3 and 4 1 case
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Therefore, the total number of cases is 24 and the two-sided p-value is obtained as
2x24/2'°=0.047. (3.21)

The normal approximation to W=1.99 gives a p-value 0.0469, which is very close
to (3.21).

In the above example all the tests give similar results and this is a general tendency,
unless the underlying distribution is considerably long tailed or skewed. For a long-
tailed distribution the rank sum test behaves better than others. For the skewed
distribution the rank sum test also has a poor power. The test with df 1, like the permu-
tation test or the signed rank sum test in this section, can keep the significance level
correct under the null hypothesis and is called robust. However, the test with df 1 is
not necessarily robust regarding power. Actually, we can choose various scores to form
a linear score test, each of which is specialized to a particular alternative, but this is not
powerful enough against the other alternatives out of its target. Multiple degrees of free-
dom will be necessary against the long-tailed or skewed distributions (see also the
remarks after Examples 5.8 and 5.10). Refer to Pesarin (2001) or Pesarin and Salmaso
(2010) for extensive theory and applications of the permutation test.

3.2 Normal Variance

3.2.1 Setting a null hypothesis and a rejection region
Let us go back to a simple model again,
yi=u+e,i=1,...,n,

with e; distributed independently as N(0, 6°), where o” is a parameter of interest while
4 is a nuisance parameter. Now, the problem is to test the null hypothesis

Hy: 6= 0%
against one of the alternative hypotheses:
right one—sided H; : ¢* > o3,
left one—sided Hj: ol< 0(2),
two—sided H,: 6> #03.
When  is known, the sufficient statistic S =" (y;—u)*/ o3 under Hy is distributed as
chi-squared with df n, and gives a uniformly most powerful test:

R against H, : S>y2(a), (3.22)

and R)against H| : S<y’(1-a), (3.23)
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Table 3.3 Critical values of the uniformly most powerful unbiased test.

a=0.05 a=0.01
df Upper bound Lower bound Upper bound Lower bound
2 9.530 0.0847 13.286 0.0175
3 11.192 0.296 15.127 0.101
4 12.802 0.607 16.901 0.264
5 14.368 0.989 18.621 0.496
6 15.897 1.425 20.296 0.786
7 17.392 1.903 21.931 1.122
8 18.860 2414 23.533 1.498
9 20.305 2.953 25.106 1.907
10 21.729 3.516 26.653 2.344
11 23.135 4.100 28.178 2.807
12 24.525 4.701 29.683 3.2901
13 26.900 5.319 31.171 3.795
14 27.263 5.948 32.641 4.316
15 28.614 6.591 34.097 4.883
16 29.955 7.245 35.540 5.404
17 31.286 7.910 36.971 5.968
18 32.607 8.584 38.390 6.544
19 33.921 9.267 39.798 7.131
20 35.227 9.958 41.197 7.729

respectively. The problem is not so simple for two-sided inference. Usually we assign
a/2 to both sides and employ

Ry against Hy : S>y*(a/2) orS<y2(1-a/2), (3.24)

but this is not unbiased. The critical values of the uniformly most powerful unbiased
test are given in Table 3.3 (Takeuchi, 1963), and are obtained as follows.
Let the rejection region of the most powerful unbiased test be

Ry:S>aorS<b
with the corresponding level a test function
I, SERy,
9(S)=
0, SéRy.

Since

$= X113 = (/0d) x {0 O e = ()7
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is a multiple of chi-squared variable and depends only on the unknown parameter
5=0"/0%, we denote the power function by P(8) = E{¢(S)}. Then, a and b are deter-
mined by solving the two equations

P(8)|5=1=a and 9P(5)/d5|5-1 =0,

2=02 (see

which implies that P(d) takes a minimum value « at the null hypothesis ¢
also Ramachandran, 1958).
When y is unknown, the statistic S= ;_, (vi-v.)*/ o} is distributed under H, as

chi-squared with df n—1 (see Example 2.2). The rejection regions against H;, H,

and H, are obtained from (3.22), (3.23), and (3.24) by replacing df n by n—1:
R;against H; : S>;(fl_, (a),
R} against H| : S<y?_,(1-a),
R, against Hy:S>y2_(a/2)or S<y?_,(1-a/2).

R, and R) are uniformly most powerful similar tests. The uniformly most powerful
unbiased test against H, is obtained from Table 3.3 at df n—1.

3.2.2 Power function

The difference between the y known and unknown case lies only in the degrees of
freedom, so we describe only the unknown case here. We have already defined the
power function P(d) in a previous section regarding the unbiased test, which is
obviously calculated for R; and R, by the following formulae.

Right one-sided alternative:

P(8)=Pr{ys_>5 s (@)}
Two-sided alternative:
P(9) =Pr{)(,21_1 >5_19(121—1 (0‘/2)} +PT{)(;21—1 <5—1)(121—1 (1_0‘/2)}-

We give the power of the right one-sided test (df 6, «=0.05) in Table 3.4. It is seen
from this table that the power reaches 0.90 at the ratio =6.

The behavior of the two-sided test at > 1ord <1 is similar to that of the
one-sided test, so we examine the power at 6 around 1 taking n =5 and a=0.05 with

Table 3.4 Power of the right one-sided test (df 6, a=0.05).

1) 12 15 20 25 30 40 50 60 80 100 120 15.0

P(@) 0.105 0.211 0.391 0.539 0.650 0.790 0.866 0.910 0.954 0.974 0.984 0.991
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Table 3.5 Power of the two-sided test (n=5, a=0.05).

5 Priy}<048442/8)  Pr{y}>11.143/5}  P@©)

0.5 0.0855 0.0002 0.0857
0.6 0.0625 0.0010 0.0635
0.7 0.0477 0.0031 0.0508
0.8 0.0376 0.0075 0.0451
0.9 0.0303 0.0147 0.0451
1.0 0.0250 0.0250 0.0500
1.1 0.0210 0.0383 0.0593
1.2 0.0178 0.0543 0.0722
1.3 0.0153 0.0727 0.0881
1.4 0.0133 0.0931 0.1064
1.5 0.0117 0.1149 0.1266

27(0.025)=11.143, 7(0.975) =0.48442, and give the result in Table 3.5. It is seen
that the power goes down below 0.05 at §=0.8and0.9. That is, this test is not
unbiased and to make it unbiased we have to use the critical value of Table 3.3.

3.3 Confidence Interval

3.3.1 Normal mean

The point estimation of i has been given in detail in Chapter 2. Actually, however, it is
important to know how the point estimator is close to the true value of u. The variance
of an estimator is one such measure. Further, by finding appropriate upper and lower
bounds, I(y) and u(y), we often define the interval

I(y)<p<u(y), (3.25)

which includes the true value of y at a specified probability 1—a. This procedure is
called interval estimation. Such an interval is usually constructed by inversion of the
acceptance region of a test.

Let yy, ..., y, be distributed independently as normal N(y, 02) and assume ¢~ to be
known. We have already introduced a rejection region |y —uo|> (6/y/n)z4/> (3.10)
with significance level a. By inverting it we have an acceptance region

Pr{1y. ~ol < (6/ V) 2as2} = 1-at.
Solving this equation with respect to 4, we have

.= (0/Vn)zapp Sp<y + (6/vn)zap (3.26)
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in the form of (3.25). The probability that the interval (3.26) includes u is 1 —a. In this
context 1 —a is called a confidence coefficient and «a is usually taken as 0.05 or 0.10.
We often abbreviate (3.26) as

y.%(0/v/n)zq). (3.27)

It should be noted that in interpreting this interval estimation, the expression ‘u is
included in the interval (3.26)’ is not correct, since the random variables are the upper
and lower bounds (3.27) and not u. The correct expression is ‘the interval (3.26)
includes u at confidence coefficient 1 —a’.

A narrower interval is preferable if the confidence coefficient is the same. The con-
fidence interval constructed from a uniformly most powerful test like (3.26) is uni-
formly optimal in this sense. If the probability that the confidence interval with
confidence coefficient 1 —a does not include a non-true value of yu is larger than or
equal to a, then the interval is called an unbiased confidence interval. The confidence
interval constructed from a uniformly most powerful unbiased test is uniformly opti-
mum among the unbiased confidence intervals.

When o7 is unknown, the confidence interval obtained by inverting the r-test,

5.2 (6/vn)tn1(a)2),

is the best unbiased confidence interval with confidence coefficient 1—a.

Since a confidence interval is constructed by inverting a test, the rejection of the
null hypothesis Hy : u = i at significance level a is equivalent for a confidence inter-
val not to include pq at confidence coefficient 1 —a. Therefore, a confidence interval
can work as a test procedure. Further, if the null hypothesis is rejected by a large
experiment, the departure can be small and may not be important. A confidence inter-
val generally has more information than a binary decision by a statistical test. There-
fore, construction of a confidence interval is strongly recommended.

3.3.2 Normal variance

When y is unknown, the best unbiased estimator of ¢ is given by

& =20 (i=y)?/ (n=1).

The confidence interval is obtained by inversion of the two-sided test in the form

—\2
Pr{aszle(y"_zy‘) sb}:l—a. (3.28)
O

In equation (3.28), 3" (yi=¥.)*/o? is distributed as y2_, and there are innumerable
combinations of a, b satisfying equation (3.28). A solution is a=y>_,(1-a/2),
b=y>_,(a/2), for example, but taking upper and lower bounds of an unbiased test
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is preferable to obtain an unbiased confidence interval. If we choose the values a, b
from an unbiased test of 02, then the unbiased confidence interval is expressed as

If u is known, simply replace y. by u and search a, b for the df n.

3.4 Test Theory in the Linear Model

3.4.1 Construction of F-test

As already stated in Chapter 2, many statistical models in the design of experiments
can be expressed as a linear model

Y, =Xux,0, +e,, rank (X)=r. (3.29)

In this section we consider a linear hypothesis HO=0, generally assuming an
independent normal distribution N(0, 1) for the error e.
We start from the null hypothesis on the single estimable function,

H() : L/0=0.

Since the least squares estimator L' is distributed as N {L'6,L'(X'X)"Lo*}, the
t-statistic

1=L'0/\/L'(X'X)” L&*, (3.30)

&= ly=X0IF /(n=r)= (yy-8X'y) /(n=1) (3:31)

is obtained with df n—r. The #-test based on (3.30) gives a uniformly most powerful
similar test for the one-sided alternative and a uniformly most powerful unbiased test
for the two-sided alternative, respectively.

Suppose, more generally, the linear hypothesis of estimable functions

H): H,» 0, =0. (3.32)

In this case, since the least squares estimator H 0 is distributed as a multivariate normal
distribution N{H@,H(X'X) H'c?}, we have a chi-squared variable

= (Hé),{H(X’X)_H’}_ (Hé) /o (3.33)

(see Lemma 2.1). Then, replacing o by &* (3.31), we can construct an F-test as the
ratio of two independent chi-squared variables.
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Definition 3.1. F-statistic. Suppose there are two independent chi-squared variables
21 and x5 with df f; and f5, respectively, then the ratio

2
F= V4 12/f 1
23112
is called the F-statistic and its distribution is the F-distribution with df (f1, f> ). When
Jf1=1 this is equivalent to the square of the #-statistic with df f.

Then, for the chi-squared ;(2 (3.33),
F=[/«({HX'X)"H'} {H(X'X)"H'})]/6° (3.34)

is distributed as F with df [tr({H(X'X)” H'} " {H(X'X) H'}), n—r], where 6° is the
unbiased variance (3.31) with df n—r. When rank (H)=1, namely g=1 in (3.32),
F (3.34) is equal to the square of ¢ (3.30). However, including the case where H is
not full rank, it is recommended to rewrite the null model as

y=XO0+e, HI=0 =y=X,0,+e. (3.35)

In Example 3.2 below, equation (3.40) is in the form of H}, (3.32) and equation (3.41)
is in the form of (3.35). Then, we rewrite the original model (3.29) as

y= [Xo IT)IEOXI}

0,

+e (3.36)
0,
where H;O =I-IIx, and H;('OX 10: expresses the restricted estimation space by the
null hypothesis in a form orthogonal to the null space Xy6,. (3.29) and (3.36) are
constructed to be equivalent as a linear model. Since X andH;(LOX 1 are orthogonal
to each other, the normal equation is obtained simply as

XXo 0 \[a,] [ Xw
0 XX, ||6| |Xy|

That is, the LS estimator @ = (X | H;UX 1) X | H;U y is distributed as normal with var-
iance (XﬁH; X 1) _62. Therefore, we have another expression of )(2 (3.33),
0
7=, (X115, X))/, (3.37)

with df {r—rank(Xy)} (see Lemma 2.1). The F-statistic is constructed as

0, (X’l H;)Xl)él/{r—rank(xo)}
F= p :

It should be noted that r—rank(Xo)ztr{(X’IH;OXl) (X’IH;OXI) }:rank
L
(ximex1 ).
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Estimation space under H,

Figure 3.4 Construction of F-test.

Now, it is very important to understand the chi-squared component (3.33) or (3.37)
corresponding to the alternative hypothesis as the partition of a residual sum of
squares. From (3.36) we have

Ty |)* = |y —Xobo~ I, X101 | = ||ITy, y~ T X1, ||*
= Ty y|*~0 (XM X, ).

Therefore, the chi-squared component of (3.37) is expressed as
A ; 2 2
0, (X411, X, )61 = |15y - |3y,

which is the increase in residual sum of squares from the original model by imposing
the restriction of the alternative hypothesis. Thus, the F-statistic is interpreted as

(Increase of residual sum of squares by imposing restriction) /(Decrease of df by the restriction)
(Residual sum of squares for the original model) /(Corresponding df)

F=

This relationship is illustrated in Fig. 3.4. It should be noted that this figure is an exten-
sion of Fig. 2.2 in Section 2.5.2. It is recommended that the reader fit full and null
models of Example 3.2 to this figure.

The example of this procedure is given in Example 3.2, and also in detail in Exam-
ple 10.4 (2) for the analysis of two-way unbalanced data where the usual ANOVA
table cannot be applied as it is.
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3.4.2 Optimality of F-test

In constructing an F-test in the previous section we did not refer to any particular alter-
native hypothesis. This is because a negation of the null hypothesis is implicitly con-
sidered as an alternative. Then, it is naturally expected that the F-test will have equal
power against various directions of departure from the null hypothesis in case of a
multi-dimensional hypothesis. On the contrary, it is obvious that there is no uniformly
most powerful test for the multi-dimensional hypothesis since, if we choose one direc-
tion in the alternative hypothesis, the #-test should be most powerful. Now, the power
of the F-test is determined only by the degrees of freedom and the non-centrality
parameter

=0 (X’]H;UXI)OI /o, (3.38)

since y* (3.37) is distributed as chi-squared with non-centrality (3.38) under the alter-
native hypothesis. The non-null distribution is called a non-central F-distribution.
Namely, the F-test has the same power against various @, if y is the same. As an exam-
ple, we give y of the ANOVA in a one-way layout.

Example 3.2. ANOVA in one-way layout. Let us consider the one-way
ANOVA model,

yi=p;+e;i=1,..,a,j=1,...,m, (3.39)

where the errors e; are assumed to be distributed independently as N(0, 6%). The
matrix expression of (3.39) is given in Example 2.1. Then, the null hypothesis of
the homogeneity,

Ho: py=---=p,
is a linear hypothesis, since it is rewritten as

Hy: P.p=0. (3.40)
It is also obvious that a linear model under H, is expressed as

Hy:y=ju+e. (3.41)

We already have the LS estimate ji; =, for the original model (3.39), and the residual
sum of squares is obtained as

) .
Se = ZiZj (yi/'_yi-) = Z[ijizj_Ziyi-yi' = Ziijizj_Ziyg/m'
In contrast, under Hy (3.41) we obtain ji=y. and the residual sum of squares

So= Z,-Z,-y,-zj—iy.. = Zizl')’?j—)’%/n, n=am.
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In calculating the residual sum of squares, formula (2.33) has been utilized. Then, the
increase in residual sum of squares is obtained as

Su=S0—S.= (Z;Z,yi —y%/n) - (Zizj‘ylgj_z:iy%/m) = Ziyg/m_y%/”'
In this case, rank(X) =a, rank (Xo) =1, and we have finally

_Su/(a-1)
~ S,/ (n—a)
for the homogeneity test of Hy (3.40). Since S, represents variation within the same
level of the factor and Sy represents variation between different levels, the F-statistic
(3.42) is called a between vs. within variance ratio. By the general theory in Chapter 2,
we already know E(S.)=(n-a)o*. Here we can calculate E(Sy) by applying a
well-known formula (2.34):

ESu) = {2 0mus)* fm+ Symo? fm = { (nia )/ +n? /n |

=mY(w—h.)" + (a=1)c”.

Then, the non-centrality parameter y (3.38) is obtained as

y=my (u;—p.)" /0"

This suggests that the F-test has a uniform power on the (a—1)-dimensional sphere
centered at jz.. It is described in Scheffé (1959) that the F-test is most powerful among
tests with uniform power on the sphere, and the maximal loss in power compared with
the most powerful test in every direction is minimum. The latter property is called
most stringent.

F (3.42)

3.5 Likelihood Ratio Test and Efficient Score Test

3.5.1 Likelihood ratio test

Let the likelihood function of the observation vectory = (yy, ..., y,)' be L(@) and con-
sider a simple hypothesis on the parameter 8= (6,, ..., 6;)’,
H 0- 0= 00.

The likelihood ratio at =6, and 0= (MLE),

A:L(ag)/L(é)

satisfies 0 <A< 1 and takes a value close to 1 when H is true and close to O when H is
false. Therefore, a rejection region like

R:l<c (3.43)
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seems reasonable. If the form of likelihood L(@) is given explicitly, we can determine ¢
so as to satisfy the requirement of significance level . In contrast, we can generally
determine an asymptotic rejection region as follows.

Expand log L(@) around 6 = 6 up to second order, since the first order vanishes due

to the nature of MLE,
. olog L(0 olog L(0 .
10gL(0)=10gL(0) +< agal( ) agek( )) A(G—O)
0=0

1 /| 0%log L(0)
+§(0"0) l 36,00, N
0=0,(0"-0) (6"-0)<0

(3.44)
(0—0 ,

where 6" is some value of @ that satisfies the inequality in (3.44). Let the true value of @
be 6, then (3.44) becomes

2ioe{1i00/1(0) - va(o-00) } 0| io-). s
J 0-0*

Since asymptotically " converges to 6y, the matrix in (3.45) converges to —I;(6) in
probability. Then we have

—210g{L(00) /L(é) } ~ /n (9—00)l11 (o) Vn (é—ao)

and the right-hand side of this equation is asymptotically distributed as a chi-squared
distribution with df k under H, (see Section 2.6 and also Lemma 2.1). Therefore, we
have a rejection region

~2logA>yi(a).

This test is called a likelihood ratio test.

3.5.2 Test based on the efficient score

The partial derivation of the log likelihood function is called an efficient score and we
denote it by v(6),

_ (dlogL(0) ologL(6) \'
”(0)‘( 0, " o6 )

We expand each element of v(@) around 0=0 to obtain
9% logL(0) 0% log L(0) |

30,00, " 90,00,
1 2o 1 azlogL(B)!m,azlogL(G) J(o-6 »
O=0+ | Tooa0, 00, n(0-6). G40

9% logL(8) 0*logL(0)
00,00, = 00,00,
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When 0 =6, the coefficient matrix in (3.46) converges to —I; (6) in probability and
n~V20(00) =1, (00) x vVt (é-oo)
is asymptotically distributed as N{0,1;(0,)}. Therefore

™' (00)'I7 (B0)v (00) > 1 (@)

is a rejection region with significance level a. The test based on efficient score is a
locally most powerful test. That is, it is most powerful in the neighborhood of H
(see Cox and Hinkley, 2000).

3.5.3 Composite hypothesis

Consider testing a composite hypothesis that 6 is expressed by a parameter f with
lower dimension kg than 6,

H()S 0=0() =0(ﬂ)
The likelihood ratio test and the efficient score test are extended to the composite
hypothesis by MLE 90 =0(ﬂ) under H,, as follows.

(1) Likelihood ratio test:
R: —2log{L(éo) /L (é) } = —2log {L{a(ﬁ) } /L (é)} sr(@).  (347)

(2) Efficient score test:

R: n—ly{o(ﬁ) }/1;1 {0(]3) }1/{0 (ﬁ) } >p2 (@), (3.48)

The efficient score test is easier to apply, since it needs MLE only under H, (see
Examples 3.3 and 3.4).

Example 3.3. ANOVA in one-way layout (likelihood ratio test). Let us consider
the one-way ANOVA model

yij=ﬂj+eij7i=lv ~'~,a,j=1, e, m,

where the error e;; are assumed to be distributed independently as N(0, 6%). Then, the
likelihood is expressed as

Y (yij—m)z}

L(p, o*) =TI, { (270?) /2 exp— 52

—n 1
= (27:02) 2 exp—@{mzi(% —,ui)z + ZiZj (yij —yi_)z},n:am.
(3.49)
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From equation (3.49) we get the MLE
T N2
=516 = =503 (5= 51) (3.50)

where it should be noted that in (3.50), 2 is different from the usual unbiased vari-
ance. Finally, we have

La, &)= (2n&2)_"/2exp— (g)

Under the null hypothesis of homogeneity in y;’s,
Ho:py=-=p,=p,

the likelihood is obtained as

L(u, 0°) = (2n0°) 2 exp— 2%72 {mZi(yzﬁ -y + D0 (i _yﬁ)z}'

In this case we have MLE
A = A2 1 —\2
H=Yy., Uo=;zz'2j(yij_y--)

and L (3, 63) = (2x3) " exp-(3).
The rejection region of the likelihood ratio test is obtained in the form of (3.43), but

it is equivalent to
LGy ) el
5 i=5i) " Halm=1)}

which has already been introduced as the F-test in Example 3.2. Therefore, an exact
test is available in this case.

Example 3.4. Goodness-of-fit test in multinomial distribution (efficient score
test). Let y=(y1, ..., y.)' be distributed as a multinomial distribution M(y., p),

n! . 4
L(p)zyll...y P X xpy (po=1,y.=n). 3.51)

In this case, since p. = 1, the dimension of p is a— 1. Therefore, the likelihood (3.51) is
considered as a function of py, ..., p,—1 and p,, is replaced by p,=1-p;— - —p,-1.
The efficient score is then calculated as

dlogL(p) _Ji Ve

-1),i=1,---,a-1.
opi Pi Pa( )
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The (i, i) and (i, j) elements of Fisher’s information matrix are obtained as

_E{M}?E{_Ly—w—n}=n<pr‘+p;‘>’

Jp; pi P
3’ logL(p)
—Eq = =n/pu(i#)),
{ dpiop;
respectively. Then, Fisher’s information matrix per datum is expressed as
1 |9*logL N s
I,(p)=-E{ - J"logLip) =diag(p;') +p; -
n| opiop;
(a=1)x(a-1)

We consider a composite null hypothesis
Ho: p=po=p(p)

and the MLE under Hy is denoted by p,=p (ﬂ) , where the dimension of f is assumed

to be ko(<a—1). Then, the test statistic based on the efficient score is constructed
according to (3.48) as

2 =n"w(po) T (Bo)v(po)

prt 0 00 0-p; 5l 0 -
0 py' 0-:0 0 -p'

0 0 0--0 p;li-p;
(b7 0 0.0 0 —p;!
<0 0 —p;

=)
>
N
=)

L0 0 0---0 p;t, -p;!
(3.52)

where we omit the suffix 0 of MLE p,; under H, to avoid complex expression.
Equation (3.52) is further simplified by the formula (I +AB) ™' =I-A(I+BA)™'B as

. fae a1 —1 EPR R I
{diag(p; ") +p; W'} ={T+p; (1, Py )T} diag(py)
. ~ ar]/n ~ aelet/n ~ =14 ,. ~
=diag(p;)-p, I(PI’ < Pa-1 )/{1 +D, lJ,(Pl’ ~-sPa-1 )l} J'diag(p;)
=diag(p;) = (P1> --sPa-1) (P15 -+-sPa-1)-
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Finally, a well-known formula

7 =n"ydiag(p7"),, {diag(p;) = (Br. b ) (1. Py ) fdiag (p7')y

(3.53)
oy (i=np)*

np;

is obtained, where it should be noted that in equation (3.53) all the cells are dealt with
symmetrically to recover p,. This equation is expressed as

{(Observation of the ith cell) — (MLE of the ith cell frequency under Hy)}>
MLE of the ith cell frequency under Hy

>
(3.54)

and called a goodness-of-fit chi-squared, where the summation is with respect to
all the cells of the multinomial distribution. It is asymptotically distributed as a
chi-squared distribution with df

v=a-1-ko.
Equation (3.54) is expressed more simply as

(observation —fitted value)
fitted value

2

Example 3.5. Testing independence in a two-way contingency table. Let each
item be cross-classified according to two attributes and the occurrence probability
of cell (i, j) be denoted by p;;, i=1, ..., a,j=1, ..., b. Assuming a multinomial distri-
bution M(y. ., p) for the cell frequencies y;;, we have a likelihood function

l Vij
L(p) =n'ILIL; 'pl]’ (p.=1,y.=n). (3.55)

The null hypothesis that the classification is independent is defined by
Hy: pij=pi Xp,. (3.56)

The MLE for p;; of (3.55) is obviously ﬁij=y,;j/n and the MLE under Hy (3.56) is
obtained as po;=(yi./n)(y;/n). Therefore, the likelihood ratio test (3.47) is
obtained as

~2log2=23",3"; (vylogpy—vilogpo;)

= 2{22;(%7 logy;)=>_;(vi-logyi.)=>_,(vlogy;) +n log n}
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Table 3.6 2 x 2 contingency table.

Response
Drug Improved Not improved
Test 87 25
Control 81 40

In contrast, since the estimate of cell frequency under H is obtained as

nx (yiy;/n’) =yiyi/n
we have a goodness-of-fit chi-squared

(vi=yivs/n)®
yi~y~j/n '

=23 (3.57)

The degrees of freedom are
ab—1-(a+b-2)=(a-1)(b-1)

because of the constraint p.. = 1. In the case of a=b=2, the chi-squared statistic is
expressed in a simple single squared form as

)(2=Zi2=1 j2=1(yu yz-yy/”) =y<-(y11)’22 y12y21) . (3.58)

yi'y'j/n yiy2.y.1y2

This gives good reasoning that the degree of freedom of the chi-squared (3.58) is
unity, although it is composed of four terms.

Example 3.6. Example 3.5 continued. The data of Table 3.6 are from a clinical
trial explained in Example 5.13 of Section 5.3.5, where the total of 233 subjects
are cross-classified by the drugs which they received and the results of treatment.
The chi-squared statistic (3.58) is calculated as

2_233(87><4O—25x81)2_333
ToI112x121x168%x65 T

Since x7(0.05) =3.84, the result is not significant at significance level 0.05.
The data of Table 3.6 are reanalyzed in Section 5.3.5 as a comparison of two bino-
mial distributions.
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4

Multiple Decision Processes
and an Accompanying
Confidence Region

4.1 Introduction

To test the null hypothesis Hy : =0 in the normal model, the two-sided and right or
left one-sided tests have been introduced in Section 3.1. The latter tests are directional
and more powerful than the two-sided omnibus test, because of the prior information
for the directions of change. If the null hypothesis Hj, is rejected by the right one-sided
test with significance level a, we conclude that > 0 with confidence coefficient 1 —a.
However, in this case, if we actually obtain a sufficiently large negative value
supporting H, : u<0, we will wish to conclude that 4 <0 instead of accepting H,.
Also, applying a one-sided confidence interval after obtaining a significant result with
a two-sided test is often seen in practice. These common but erroneous procedures
might be justified by the idea of multiple decision processes.

4.2 Determining the Sign of a Normal Mean —
Unification of One- and Two-Sided Tests

Suppose o~ is known and is unity for simplicity, and assume that the datum vy is
distributed as N(u, 1). If we have n independent observations y;, i=1, ..., n, simply

replace y by n'/%. in the following equations. In case of unknown o2, we employ

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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the usual unbiased estimator of variance 5° (2.17) and replace y by n'/?y. /6. Then,
the critical value is replaced by f,,_;(a), where #,_1 (@) is the upper a point of the
t-distribution with degrees of freedom (n—1).
Let us partition the sample space into three regions:
Ki:u<0,
K, :u=0,
K5 :pu>0.
Since they are disjoint, only one of the three K’s is true. Therefore, by testing each
hypothesis with significance level @, without any adjustment, the probability of
rejecting the true hypothesis is at most a (Takeuchi, 1973). We can therefore
apply a one-sided level-a test for K; and K3, and a two-sided level-a test for
K>, keeping the overall type I error rate at a. Then, the rejection region of each test
is given by
RK] 2y 22Za,
Rk, :y> 24201y < =242, 4.1)

Rk, 1 y<—24.
Inverting the rejection region (4.1), the acceptance region is obtained as

AK] 2y <Zas
AK; . _Za/Z SySZa/Zs
Ag, 1 y> =24
These regions are sketched in Fig. 4.1, where the black and white circles denote the
inclusion and exclusion of the point, respectively. From Fig. 4.1, the accepted hypoth-
eses are K3 for y>z,5, K> and K3 for z, <y <2472, Ky, K> and K for —z,<y<z4, K|
and K for —z,/, <y< —z4, and only K for y< —z,.

| | | |
a2 Ra 2a Zal2

Figure 4.1 The acceptance region.
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—Zal2 —Za Za Zal2

Figure 4.2 The accepted hypotheses.

In other words, we can conclude
u>0for y>z,p,
u20for z, <y<zqp,
u<0for =z, <y< -2z,
p<0 for y< —z,,
and the sign cannot be determined for —z, <y <z,, as shown in Fig. 4.2.
Thus, the proposed method can give two-sided inference, keeping essentially the

power of a one-sided test. It should be noted that the direction of departure from
the null hypothesis K, : =0 need not be declared in advance.

4.3 An Improved Confidence Region

Extending the idea of determining the sign, an interesting confidence region is
obtained. Define the acceptance region

A, 1y—p<zgfor u<0,
Ak, =22 SY=H<2Zq) for u=0, 4.2)
Al y—p> =24 for u>0.

Inverting the acceptance region (4.2), the confidence region with confidence coef-
ficient 1 —a is obtained as

V=2 <p<0fory< -z,
V=2 <p <0 for =z, <Y< 24,
(0>)y—zg<p<y+zq4(>0) for—z,<y<zs,
Osp<y+zgforzg<y<zepn
O<pu<y+zq forzy,<y.
This confidence region is sketched in Fig. 4.3, where the shaded area including the

solid line is the acceptance region and the dotted line denotes the exclusion. This con-
fidence region holds the conclusion of Section 4.2, and simultaneously gives an upper
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Figure 4.3 An improved confidence region.

bound for >0, alower bound for u <0, and lower and upper bounds when the sign of
u cannot be determined. Further, compared with the naive confidence interval

Y=Zg/2 SUSY+Zap2 4.3)

the confidence region gives stricter upper bounds y+z, and 0 at y>—z, and
—Zq/2 Sy < —274, Tespectively. It also gives stricter lower bounds y-z, and O at
Y<zy and z, <y <z, respectively. This is with the compensation of lowering the
lower bound to 0 at y>z,/, and raising the upper bound to 0 at < -z, but the merits
of multiple decisions will surpass. Therefore, this method detects the sign of u very
efficiently and simultaneously gives very sharp lower and upper bounds. Thus, this
method is useful for proving bio-equivalence, where stricter upper and lower bounds
are required (see Section 5.3.6), and also for the unifying approach to prove superi-
ority, equivalence or non-inferiority of a new drug against an active control (see
Section 5.3.2). It is recommended that the reader writes the naive confidence interval
(4.3) on Fig. 4.3.

Reference

Takeuchi, K. (1973) Methodological basis of mathematical statistics. Toyo-Keizai Shinposha,
Tokyo (in Japanese).
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Two-Sample Problem

In this chapter the problem of comparing two populations, two distributions, or two
parameters defining the distributions is discussed. First we introduce in Section 5.1.1
the comparison of two means, assuming equal variance for the two normal distribu-
tions. This is a simple application of the LS method to a linear model in Chapters 2 and
3. It is also a special case of a one-way layout model of next section with number of
levels two. The method is essentially a -test and the confidence interval is obtained as
an inversion of the r-test. In Section 5.3 it is extended to a more useful confidence
region by the method of multiple decision processes introduced in Chapter 4. It is also
extended to comparing two binomial populations, including the case where there are
stratifications by a factor influential on the outcome. A paired #-test is introduced in
Section 5.1.3, and Section 5.1.4 is for comparison of variances. Some non-parametric
approaches are introduced in Section 5.2.

5.1 Normal Theory

5.1.1 Comparison of normal means assuming equal variances
We assume a linear model
y[jZ//ti+€ij,i=1,2,j=l,...,I’l,‘, (51)

where the e;; are distributed independently of each other as N(0, o). This is a special
case of model (2.25) with a=2 and unequal number of repetitions n;, expressed in
matrix form as

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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y=Xp+e= I O + ¢
0 jnz 12%) €

We apply the test theory of Section 3.4 to the null hypothesis of interest
Hy: L'p=p~p, =0,
where p= (u;, u,)’, L= (1, —1)". Then the LS estimator is obtained as
L'fi=y, -y, with variance (n]' +n;"')o".

The residual sum of squares is obtained as

2
- <12 2 n; 2 Vi
S() =ly=Xall* = >0 S i =i =

=1,
by formulae (2.31) and (2.33) with df n; + n, —2. Therefore, the #-statistic

1= (31.-5,)/ /(7" +n3")&%, (5.2)
with unbiased variance

6°=S(@)/(n +ny=2),

is obtained. The tests against

two-sided alternative hypothesis H; : p; —p, #0,

one-sided alternative hypothesis Hf : yu; —p, >0,

based on 7 (5.2) are the uniformly most powerful unbiased test and uniformly most
powerful similar test, respectively. The two-sided test is equivalent to the F-test of
(3.42) at a=2. It will be a matter of simple algebra to verify F=r>.

A naive confidence interval

Yi.=¥2 ) (071 +151) 6%ty 4my-2(a/2) (5.3)

is obtained as an inversion of the two-sided ¢-test. However, a more useful confidence
region is given in Section 5.3, unifying the one- and two-sided inference.

Example 5.1. Half-life of NFLX (antibiotic). In Table 5.1 we are interested in
whether there is an extension of the half-life according to the increase in dose. There-
fore, we perform a t-test for the null hypothesis Hy : | —p, =0 against the one-sided
alternative H; : u, —u; >0. From the table we obtain

¥5.—5,.=9.28/5-8.34/5=0.188
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Table 5.1 Half-life of NFLX at two doses.

Dosage (mg/kg/day) Half-life (h) Total
25(i=1) 1.55 1.63 1.49 1.53 2.14 8.34
200(i=2) 1.78 1.93 1.80 2.07 1.70 9.28

and S(R)=Y",> " yi—-> 7 /ni=1.55"+---+1.70* - (8.34 /5+9.28" /5) = 0.37340.
Then, 6°=0.37332/(10-2) =0.046675 and finally we have

t=0.188/ \/(5-1 +571) x0.046675 =1.376.

The p-value is 0.103 as a ¢-distribution with df 8, and the result is not significant at
one-sided a=0.05.
The one-sided lower bound at confidence coefficient 0.95 is obtained from (5.3) as

po—py >0.188— \/(5—1 +571) x0.046675 x 1.86 = —0.066, (5.4)

where 1.86 is the critical value 75(0.05). The interval (5.4) includes 0, corresponding to
the test result that the difference is not significant at one-sided level 0.05.

We notice that the last datum of the first group (i= 1) in Table 5.1 is too large com-
pared with the others and looks like an outlier. The #-test is asymptotically equivalent
to the permutation test as shown in Section 3.1.5 (1), and is robust on the whole. How-
ever, it is still sensitive to an outlier, since it causes a bias in estimating the mean and
simultaneously an over-estimate of the variance. Therefore, a preliminary check for
outliers is recommended by the Smirnov—Grubbs test. For a data set y=(y1, ..., yu)
it calculates

max{ (y)-3.)/6, (.-yq))/6}. (5.5)

where y;is the ith largest statistic and 6 is the root of the usual unbiased variance. The
meaning of the statistic (5.5) will be obvious, and the critical values are given in
Table XIIla of Barnett and Lewis (1993). This test can also be used for a one-sided
test if the direction of departure is decided before taking data. One should refer to
Barnett and Lewis (1993) for more detailed explanations, including multiple outliers.
Anyway, it should be noted that an outlier test is not like a usual statistical test.
A significant result itself is not of much importance, but it suggests that if we go back
to examining the data it is very likely to reach some reasoning of the outlier — such as
failure of experiment, miswriting, and so on.
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Example 5.2. Example 5.1 continued, checking outlier
Data (i=1): 1.55, 1.63, 1.49 (=y(1)), 1.53, 2.14 (=y(s)), y. = 1.668, 6=0.2687.
Smirnov—Grubbs statistic: max{(2.14-1.668)/5, (1.668-1.49)/6} =1.756".
Since the upper 0.01 point is 1.749, the result is significant at level 0.02 two-sided.
Data (i=2): 1.78, 1.93, 1.80, 2.07 (=y(5)), 1.70 (=y(1)), ¥. = 1.856, 6=0.1454.
Smirnov—Grubbs statistic: max{(2.07-1.856)/s, (1.856-1.70)/6} =1.472.
Since the upper 0.10 point is 1.602, there is no evidence for an outlier in this data set.
Example 5.3. Example 5.1 continued, eliminating the outlier. After an outlier

check and discussion with the medical doctor, we decided to eliminate the datum
2.14. Then we obtain

2. —1.=9.28/5-6.20/4=0.306,
S(@) =323 yi— i /ni=1.55"+---+1.70°~ (6.20> /4 +9.28 /5) = 0.09492

5% =0.09484/(9-2) =0.01356

Finally we have

1=0.306/ /(47 +57) x0.01355=3.92"

with p-value 0.003 (one-sided) as a ¢-distribution with df 7. That is, an increase of half-
life is observed for dose 200 (mg/kg/day) over dose 25 (mg/kg/day). In this case it is
seen that the outlier 2.14 induces a bias in the estimate of difference of means, and also
a large variance within group 1.

The data of Table 5.1 are part of Table 6.9 in Example 6.7, and a full analysis is
given there.

5.1.2 Remark on the unequal variances

We assume the linear model (5.1) and consider the case where the e;; are distributed
independently of each other as N (0, 67) with possible different variances o7 and 3.
Then y,.—¥,. is still a minimum variance unbiased estimator of y; —p, with variance
o3 /ny +63/ny. In contrast,

G2=30 (vy=3i)°/(mi=1), i=1,2 (5.6)
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give the minimum variance unbiased estimator of 67 and intuitively a test statistic

t=(.-y.)/ \/m (5.7

is suggested. However, the null distribution of z (5.7) is different from the
t-distribution and depends on o3 /7. If we apply formally the #-distribution with df
(m +np=2), it is known to enhance the type I error. By any other method we cannot
make the test statistic free from 6,-2, and this situation is called the Behrens—Fisher
problem.

In practice, a chi-squared approximation d)(j% of 62 /ny +63/n, is often employed,
adjusting the first two cumulants. However, the meaning of testing equality of means
when there is clearly a difference in variances is not clear. If the mean and variance are
simultaneously increased for one population against the other, then the underlying
normal assumption is suspicious. A simultaneous test of mean and variance might
then be preferable to their separate analyses. Also under this situation an application
of a lognormal distribution might be more reasonable, see the remarks at the end of
Section 2.3. In contrast, since the 7-test is asymptotically non-parametric, it is expected
that the unequal variances to some extent may not be so serious (see Section 5.2.1).
Therefore, we do not go deep into this subject.

5.1.3 Paired sample
The data of Table 5.2 are measurements of total cholesterol before and after 6 months’
treatment for 10 subjects. The problem of interest is to evaluate the effects of treat-
ment, and it looks similar to the problem of Section 5.1.1. The necessary calculation
of the left one-sided #-test is given in the table, and we have
$o.—5,.=2727/10-2942/10= -21.5,
2_ 2 _ -
> (ij,.j— ¥ /ni) =34009.6+ 19230. = 53239.7, (5.8)
6%=53239.7/(20-2) =2957.76,

and finally

t=-21.5/ \/(10—1 +107") x2957.76 = —0.884.

This result is not significant at one-sided @ =0.05. However, the data in Table 5.2
are the paired data for each subject and we can also apply a #-test to the differences
before and after the treatment instead of analyzing the averages. Now the data are dif-
ferences, given in the fourth column of Table 5.2, which we denote by x;, j=1, ..., 10.
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Table 5.2 Cholesterol measurements before and after treatment.

Subject j Before (i=1) After (i=2) Difference Average
1 333 338 5 335.5
2 240 229 -11 234.5
3 364 305 -59 334.5
4 337 301 -36 319.0
5 326 279 -47 302.5
6 279 239 -40 259.0
7 188 210 22 199.0
8 371 339 -32 355.0
9 273 242 -31 257.5

10 231 245 14 238.0

Vi =Y 2942 2727 -215

ijizj 899546 762883 11397

S= ijizi_y% /n; 34009.6 19230.1 6774.5

The null and alternative hypotheses are Hy : p, =0 and H; : u, <0, where u, denotes
the expectation of x;. Then, the t-statistic is obtained as

1=V10(-21.5)/+/6774.5/(10—1) = —2.478",

with p-value 0.0175 and significant at level 0.05.

The difference of two kinds of #-test lies in the evaluation of the error variance.
The sum of squares (5.8) for error employed for the usual r-test is dissolved into
two parts:

S (S /) =278+ S, (5.9)
where
n —\2 n — — 2

Se=300 1 (g=%)" =200  {yy=—yj= (G2 =31) }

denotes the error sum of squares of the difference x;. In contrast,
noo(= =2
Sp=23)_ (yj -5.)

denotes the variation of averages among the subjects. Now, suppose a model

Yij =i+ P+ ejj,
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adding the effect ; of potential amount of cholesterol of each subject to the original
model (5.1). Then it is easy to see the expectations

E(S,)=2(n-1)c?
E(S5)=25(-B)" +(n-1)c

Without effects f;, both components on the right-hand side of (5.9) equally repre-
sent the 6?y2_, but S suffers from the variation of the f; if they exist. Under the
assumption that the potential amount of cholesterol will not affect the treatment,
the variation of ; can be removed from the error variation and the analysis of differ-
ence based on x; is justified. The ratio of 271S. to Sp is 0.068, and the variation
between averages is much larger than the measurement errors in this example. That
is, the reduction of variation among subjects is of larger effect than the reduction of
degrees of freedom of the error. The subject in this experiment is a sort of block, dis-
cussed in Chapter 9, where it is assumed there is no interaction effect between the
block and the treatment.

Example 5.4. The difference of skill between the expert and a beginner. The data
of Table 5.3 are for evaluating the bias of measurements between the expert and a
newly employed beginner (Moriguti, 1976). If there is a bias, the training of the begin-
ner should be continued. We can apply the paired #-test, eliminating the variation in
materials and the two-sided alternative hypothesis is employed. From the table
we have

1=10(2.2/10)/+/43.856/(10-1)=0.315.

This is smaller than 79(0.025), and the difference between the beginner and the expert
is not significant at level 0.05. In this case the difference was not detected even by the
paired #-test, but still the ratio of 2715, to S is 0.14, suggesting an effect of eliminating
the variation in materials.

5.1.4 Comparison of normal variances

In this section we consider testing the equality of variances of two normal populations
N (,u,-, aiz), i=1, 2. This test is used also for a preliminary check of the assumption
in comparisons of means in Section 5.1.1, not only for the interest in variances.
Now the estimates of variance given by (5.6) are distributed independently as

0,'2)(,211_1/(”1'—1)7 i=1, 2. Therefore

F=6/6 (5.10)
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Table 5.3 Measurements in the chemical analysis.

Material j Expert (i=1) Beginner (i=2) Difference Average
1 479 48.2 0.3 48.05
2 50.9 51.8 0.9 51.35
3 51.9 51.8 0.1 51.85
4 54.0 53.8 -0.2 53.9
5 49.3 46.9 2.4 48.1
6 49.1 46.6 -2.5 47.85
7 471 45.5 -1.6 46.3
8 50.0 50.4 0.4 50.2
9 50.3 53.2 29 51.75

10 53.2 57.7 4.5 55.45

=D 2.2

2 44.34

S=ijj2 -x?/n 43.856

is distributed as (07 /63) X Fyy, —1,1,-1, where Fy, ;, denotes a random variable distrib-
uted as an F-distribution with df (f}, f>). Therefore, under the null hypothesis

Hy: 6% = a%,
F (5.10) is distributed as F,,, _1 ,,—1. Then, against each of the alternative hypotheses

right one-sided H; : 62 > 63,

two-sided Hs : 67 # 63,
the rejection region is obtained as

Ri: F>Fy_1y-1 (),
Ry: F>Fn|—l,n2—l ((1/2) OI'F<F,11_1’n2_1 (1—(1/2),

respectively. Usually, tabulation for the F-distribution is made for upper tail proba-
bility up to 0.50 and the following relation is applied:

F<Fy_i1m-1 (1-a/2) & F<FL (a/2)

for tail probability beyond 0.50.
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The confidence interval for o7, o5 and also the common variance when 62 and 63
are regarded as equal are constructed as described in Section 3.3.2. We describe here
the confidence interval for the ratio y =07 /03. Since F of (5.10) is distributed as
YFy 10,1, we have

PI'{F,“_an_l (1 —a/2) < j/_lFS Fnl—l,nz—l (a/Z)} =l-a
and therefore the confidence interval for y with confidence coefficient 1 —a is given by

F/Fn]—l,nz—l (O!/Z)S ]/SFXF,Q_L"]_I (a/2)

Example 5.5. Comparing the densities of food between two companies. Two
companies A and B are competitors in some food market. The density is an important
quality of the food, and some data are taken by company B as shown in Table 5.4. It is
a serious problem for company B if the density is lower than that of company A. There-
fore, they planned to test the null hypothesis Hy : u, = pp against the right one-sided
alternative Hj : puy > up.

Since the variance is also an important quality for a product in a large market, they
planned first a two-sided test at significance level 0.05 for variance. From Table 5.4
the unbiased variances are obtained as

S, =765.21-87.3% /10=3.081 :>01 =3.081/9=0.3423
S,=675.37-82.1* /10 = 1.329é02=1 329/9=0.1477

The F-statistic is obtained as

0.342
= —3 =2.32,
0.1477
not significant compared with Fo g (0.05/2) =4.03. Then, they proceeded to apply a

t-test to the means, assuming equality of variance. The #-statistic is calculated as

87.3 821 (10" +107! 3081+1.329)_235*
10 (20-2) ST

Table 5.4 Density of food (Moriguti, 1976).

Company Density > Vi ijfj

A(i=1) 9.1 81 9.1 90 7.8 94 82 91 82 93 873 76521
B(i=2) 82 86 78 7.6 84 86 80 81 88 80 821 67537
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The p-value is 0.015 as a r-distribution with df 18. Since a significant difference has
been suggested, company B should make improvements to raise the density of the
food product.

5.2 Non-parametric Tests

5.2.1 Permutation test
We test the equality of two populations

Hy: Pr(Y; <yg)=Pr(¥2<y0) (5.11)
against the alternative hypothesis

H; : Pr(Y; <yo) <Pr(Y2<yp),

where y is any constant and Y; is a random variable from population i=1or2. The
alternative hypothesis H; implies that population 1 is statistically larger than popula-
tion 2. Let yiy, ..., ¥1n, and ysy,..., y2,, be random samples from two populations.
Then, without any distributional assumption, we can test the hypothesis by evaluating
the statistic

Z=y1+ o+ Vi (5.12)

as a random sample from the given finite population

(V115 +ees Ying 3 Y210 +evs Yomy)- (5.13)

In Example 5.3 we were interested in whether population 2 is statistically larger than
population 1 or not. Instead, we may test the statistical smallness of population 1.
Then, the observed z=6.20 is the smallest among all the random samples of size four
from a population

(1.55,1.63, 1.49, 1.53;1.78, 1.93, 1.80, 2.07, 1.70).

Therefore the one-sided p-value is evaluated as 1/ (i) =0.008.

In the general case it would be difficult to enumerate all samples of size four with
sum larger than or equal to z. In such a case, a normal approximation is useful just as in
Section 3.1.5 (1). The mean, variance, and covariance of the random sample from pop-
ulation (5.13) are calculated as follows:

E(Yi)=p=(n+m) " (yii+ -+ Vi + Y21+ - +Y2m,)s (5.14)

V(Yy)=e*=E(Y])-{E(Yy)}
~“1(.2 2 2 2 2 (5.15)
=(ny +ny) ()’11 TV Yt "'+Y2nz) —H
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Cov(Y1;, Yyy) =E(Y1; x Y1) —E(Y1;) X E(Y;)

ny+ny
=y +ynyis+ "'+Y2nz—1)’2nz)/( 2 )—/42

{(nl +n2)/"}2_(y%l +t y%nl + y%l +-t y%nz) ny+ny 5 ny+ny
- 2 Sl L A

=—6%/(n +ny—-1).
(5.16)

It should be noted that a negative correlation is induced between two random sam-
ples from a finite population. Thus, the expectation and variance of z (5.12) are
obtained as follows:

E(2)=E(QQ Yu)=niu

V(z)=V(3Yu) =2 V(Y1) +2Y, . ,Cov(Yii, Yy )

2
n -0 niny
=n167 +2 % = o’
2 Jni+n—1 ni+ny;—1

Finally, we have a normal approximation

I—nipu
u=——TME N, 1 5.17
mnyo?/(n—1) ©.1) G-17)

under H, (5.11), where n=n; + n,. Just as in Section 3.1.5 (1), u of (5.17) is related to
t of (5.2) by the equation

1/2

t=u/{(n-1-u*)/(n-2)}

Therefore, the #-test is asymptotically equivalent to the non-parametric permutation
test in this case, too.

Example 5.6. Example 5.1 continued
(1) Eliminating outlier. We have

fi=(6.20+9.28)/9=1.720,

&° = (9.6204 + 17.3082) /9—1.720% = 0.033667

u=(6.20-4x1.720)/, /4 x5 x %: —2.34"
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This value corresponds to a lower tail probability 0.0095 of the standard normal
distribution. It is slightly above the exact value 0.008 but does not differ much,
leading to the same conclusion. The normal approximation is improved for non-
extreme cases unlike this example, and moderate sample size.

(2) Full data. We have

i=(8.34+9.28)/10=1.762
6% =(14.2000 + 17.3082)/10-1.762* = 0.046176

0.046176
=(8.34-5x1.762 SX5x ——=-1312.
u=( X )/4/5%x5x% (10-1)

This value corresponds to a lower tail probability 0.095 of the standard normal
distribution, and is close to the #-test result in Example 5.1.

Example 5.7. Example 5.5 continued. From Table 5.4 we have
4=(87.3+82.1)/20=8.47,

6% =(765.21+675.37)/20-8.47* = 0.2881,

02881 .
(20-1)

u=(87.3-10x8.47)/,/10x 10x

The one-sided p-value is 0.017, and close to the p-value 0.016 of ther-test.

5.2.2 Rank sum test

The idea of the permutation test is applied to the rank data as it is. If we replace the data
by rank in Example 5.6 (1), we have

3,4,1,2 fori=1and 6,8,7,9,5 for i=2.

Then, the ranks for i = 1 are the four smallest among all the ranks and the conclusion
is the same as in Example 5.6 (1).

For a general case, let r;; denote the rank of the jth datum of the ith group. We employ
the rank sum

Wi=ri,i=1,2

as the test statistic and usually put the same average rank for the ties. Then we get the
expectation and variance under the null hypothesis (5.11) as
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E(VV,‘)ZI’li(nl +ny + ])/2,

and

2 2
Vo mmom o 5, ) 1 o (mtmtl
V(Wl)_n1+n2—1’ ¢ _{n1+n22i2jrij ( 2 )}’ (5-18)

just like E(z) and V(z) of Section 5.2.1. The test statistic is given by
(Wimn(m1 +n2+1)/2}/\/V (W),
which corresponds to (5.17). If there is no tie, we have simply
V("V,) =Vl1n2(l’l1 +ny+ 1)/12

This test is called the Wilcoxon—-Mann—Whitney rank sum or simply Wilcoxon
ranks test.

Example 5.8. Example 5.1 continued. For the full data we have ranks
3,4,1,2,10 fori=1 and 6,8,7,9,5 for i=2.

Therefore we have

{Wz—nz(l’l1+n2+l)/2} _ 35—5)(11/2

= =1.5667.
Vmm(np+na+1)/12 \/5x5x11/12

The upper tail probability as a standard normal distribution is 0.059. By enumer-
ation, there are 19 cases which give the rank sum equal to or larger than 35 and exact

p-value 19/ < 150) =0.075. It is seen that the normal approximation is not so bad for

sample size as small as five per group. Compared with the permutation test, the
rank test is less affected by the outlier. Also, for a long-tailed distribution the rank
test is slightly less affected than the permutation test. However, on the whole they give
similar results for a logistic distribution or a #-distribution with df around 10, for
example.

The permutation test can be applied to any score which is monotonically related to
v;. Further, we can choose the score so as to achieve an asymptotic efficiency of unity
against the most powerful test if the underlying distribution is known. The Wilcoxon
score (rank) is optimum for a logistic distribution. The Fisher—Yates and Van der
Waerden scores are optimum for the normal distribution and for the extreme distribu-
tion, the Savage score is obtained. However, actually the underlying distribution is
unknown and we cannot choose an optimum score. Some adaptive method has been
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proposed to choose an asymptotically optimum score, but we need a large sample size
for the method to work well. Also, any score test with df 1 cannot keep high power
against the wide range of the alternative hypothesis, except for the target alternative.
We therefore introduce some multi-df tests in part (2) of the next section.

5.2.3 Methods for ordered categorical data

(1) Linear score test. The data of Table 5.5 are taken in a phase II clinical trial for
comparing the two doses of a drug, AF3mg and AF6mg, based on the degree of gen-
eral improvement after administration.

The data can be regarded as a sort of rank data of Section 5.2.2 with many ties.
However, we employ here the notation of Section 11.2 for a general a-sample prob-
lem, where we denote the frequency data as in Table 5.5 by y;= (i, ..., yu)/,
Ri=y;.,Ci=y;,N=y.,i=1,2,j=1,...,J,J=6. The C; subjects in the jth response
category are given the same score w;, of which a typical example is the Wilcoxon aver-
aged rank score

wi=Ci+-+Cio +(Ci+1)/2,j=1, ..., J.
Then, the statistics of a linear score test are
VV,' = ijjyij’ i= 1, 2.

Under the null hypothesis (5.11) of equality of two populations the expectation and
variance of y;; can be calculated as a random sample of size R; from a finite population
Wi, ooy Wi .3 Wy, ..., wy), where the number of w; is C;. The calculation is the same
as given in (5.14) ~ (5.16) in Section 5.2.1. We can also calculate them regarding the
¥ as random variables from the multivariate hypergeometric distribution

IR!TT,C;!

MH (v | R G N) ~ v 1

Table 5.5 Degree of general improvement in a phase II trial.

General improvement

Drug Least Unfavorable No  Slightly Favorable  Most Total

favorable good favorable favorable
AF3mg 7 4 33 21 10 1 R, =76
AF6mg 5 6 21 16 23 6 R, =77

Total 12 10 54 37 33 7 153
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This is a special case of the general case of @>2 in Section 6.3, and detailed and
sophisticated calculations in this line are given by equations (11.3) and (11.4) of
Section 11.2. Anyway, we have

E(Wl) = (Ri/N)ZjoCj’ i= 1, 2

R\R
1262

VW) =V(W) = e,

where
2 -1 2 1 2
oy =N Z]Wj Cj - N (ZJWJQ)

is the same as 6” in (5.15) and (5.18) but indexed by w here to express a particular
score system {w;}. Then the test statistic is given by

N-1 '? R,
o B e )

_(N-N L N W wy
“\UN oy \R1 R R, R\)’
which is asymptotically distributed as N(0, 1) under the null hypothesis H, (5.11).

Example 5.9. Wilcoxon rank test for Table 5.5. For calculation, it is convenient
to make Table 5.6.

Table 5.6 Calculation of Wilcoxon rank test statistic.

General improvement j

Drugi 1 2 3 4 5 6 Total

1 7 4 33 21 10 1 76
2 5 6 21 16 23 6 77
C; 12 10 54 37 33 7 153
w; 6.5 17.5 49.5 95 130 150

Wy, 45.5 70 1633.5 1995 1300 150 5194
Wy, 325 105 1039.5 1520 2990 900 6587
w; C; 78 175 2673 3515 4290 1050 11781

w2C, 507 30625 1323135 333925 557700 157500 1185008
afv=153‘1{1185008—153_1(11781)2}=1816.150
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From this table we obtain

153-1 12 77
- 1781 b =249
v {76x77x1816.150} {6587 153" 78} ?

and the related two-sided p-value 0.0128.

(2) Max acc.f1 and cumulative chi-squared y*2. In contrast, there is the problem of
comparing two multinomial distributions M (n;, p;), p; = (pi1, ---» p,-6)', i=1, 2, where
the hypothesis of interest is

pu P2 P2 (5.19)

P11 P2 P16'

This inequality implies that the distribution of AF6mg is shifted to the right compared
with AF3mg, or simply that AF6émg is statistically larger than AF3mg, while the null
hypothesis Hy is given by all the equalities in (5.19) corresponding to (5.11). Now, the
data are very similar to the transpose of the data of Table 7.1 for comparing five ordered
binomial distributions, as in Table 5.7. For the latter case a monotone hypothesis
Himon(6.23) in the logit 6; =logitp;=log { p;/(1-p;)} of the improvement rate p; is
assumed. However, this is mathematically equivalent to the inequality (5.19) if we
consider pij+ps=p, as a fixed nuisance parameter. Further, in both cases the
analyses are based on fixed marginal totals R;=y;., C;=y.,, and N =y... Therefore,
max acc. ¢1 and the cumulative chi-squared y** of Section 7.3.1 are applied as they
are to the problem here.

Example 5.10. Max acc. t1 and cumulative chi-squared y**> for Table 5.5.
Following the procedures explained in Section 7.3.1 (2) or 11.5.2 (2), we make the
2 x2 collapsed sub-tables for all the five cut points in the columns of Table 5.5 and
calculate the goodness-of-fit chi-squares as given in Table 5.8. Then, the maximal
statistic is 7 =10.651 and its two-sided p-value as the maximal statistic is 0.0033.
The calculation of the p-value for this type of maximal statistic is not so easy. How-
ever, a very elegant and efficient formula is obtained in Section 7.3.1 (1) (c). The
cumulative chi-squared y*? is obtained as ZS 1> =18.80 as the sum of chi-squares

i=1%

Table 5.7 Transpose of the data in Table 7.1.

Dosage (mg)

Improvement 100 150 200 225 300 Total

No 16 18 9 9 57
Yes 20 23 27 26 9 105

9}




Table 5.8 Collapsing columns of Table 5.5 at five cut points.

General improvement j

Drug i 1 2~6 L2 3~6 1~3  4-~6 1~4 5.6 1~5 6

1 7 69 11 65 44 32 65 11 75 1

2 5 72 11 66 32 45 48 29 71 6
¢ ¥ ¢ ¢ 4

7 =0.3906 =0.0011 13 =4.0832 7=10.6514 12=3.6746




92 ADVANCED ANALYSIS OF VARIANCE

from the sub-tables. Its approximate p-value is 0.01 two-sided, see Section 7.3.1
(2) for the calculation. The y*? is inevitably two-sided because of the sum of squares,
while the max acc. ¢1 and linear score test can be applied both to one- and two-sided
tests. The data of Table 5.5 are part of Table 11.8, and a full analysis is given in
Section 11.5.

The non-parametric tests, such as the permutation and linear score test, are
robust in the sense that they keep the nominal significance level against various
underlying distributions. However, such non-parametric tests with df 1 cannot
keep high power against the wide range of the alternative hypotheses. In contrast,
the kth sub-table of Table 5.8 is understood as yielding a score test statistic of a
particular score system

w;j=0forj=1, ..., kswj=1forj=k+1,...,J, k=1, ..., J-1.

Thus, max acc. 71 and the cumulative chi-squared y** come from the multiple score
systems and are characterized as multi-df statistics. In the analysis of Table 5.5, the p-
values are 0.0128 for the Wilcoxon test, 0.0033 for max acc. 1, and 0.01 for the cumu-
lative chi-squared y*2. Of course they vary according to the response pattern, but max
acc. t1 and the cumulative chi-squared y** are characterized to keep high power
against the wide range of the monotone hypotheses. In Table 5.5 there is a step change
in the ratio p,;/p;; between j=4 and 5, and max acc. 71 responded reasonably well to
this pattern. However, it can also respond well to a linear trend, as demonstrated in
later sections.

5.3 Unifying Approach to Non-inferiority, Equivalence
and Superiority Tests

5.3.1 Introduction

Around the 1980s there were several serious problems in the statistical analysis of
clinical trials for new drug applications in Japan, among which two major problems
were the multiplicity problem and the non-significance regarded as equivalence. The
outline of the latter problem is as follows.

In a confirmatory phase III trial for a new drug application, a drug used to be com-
pared with an active control instead of a placebo in Japan, and be admitted for pub-
lication if it was evaluated as equivalent to the control in efficacy. This is because
drugs have multiple characteristics, and equivalence in efficacy is considered to be
satisfactory if there is any advantage such as mildness or ease of administration. Then,
the problem was that the non-significance by the usual 7- or Wilcoxon test had long
been regarded as proof of equivalence in Japan. This was stupid, since equivalence
can so easily be achieved by an imprecise clinical trial with a small sample size. In
contrast, it is true that it is too severe to request proof of superiority of a new drug
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over an established active control by the usual significance test. This requires too
many subjects and too much time to prove superiority, even for a good drug, which
results in a delay in introducing good drugs to the market. To overcome this situation,
a non-inferiority test has been introduced, which requires rejecting the handicapped
null hypothesis in the normal model

Hyono : Hi—Hp S -6

against the one-sided alternative
Hyont ity —pr > =6,

in favor of the test drug, where p; and u, are the normal means of the test and control
drugs, respectively, and § a non-inferiority margin. This is a positive proof instead of the
classical negative proof, and never cleared by an imprecise clinical trial. It also never
means that an inferior drug in the amount of —§ in the mean difference actually goes out
through the screening process, and gives a very nice practical procedure. As stated later,
we can make the outgoing mean difference approximately equal to or slightly above 0
by adjusting the non-inferiority margin. However, there still remains a multiplicity
problem of how to justify the usual practice of superiority testing after proving non-
inferiority. This has been overcome by a unifying approach to non-inferiority and
superiority tests based on the multiple decision processes of Hirotsu (2007); it nicely
combines the one- and two-sided tests and the handicapped test, replacing the usual
simple confidence interval for normal means by a more useful confidence region. This
is an application of the confidence region introduced in Section 4.3.

5.3.2 Unifying approach via multiple decision processes

(1) Method. Let the response of treatments be denoted by y;; and assume them to be
independently distributed as N (u;, 6°), j=1,..., n;, wherei= 1 stands for the test drug,
i=2 for the control, and #; is the repetition number. We partition the parameter space
into three regions:

Ki:puy—u,<0
Ky:py—py=0
K3 :py—py>0.

Then, for Ky, K>, and K3, we can take the acceptance regions with confidence coef-
ficient 1 —a as

Ak, V1.~ V2. = () =) < T for py —p, <0,
Ak, : =Tapp <31 =V2. = (= pp) < Toy for puy—pi, =0,
(u

Ak, 191 =2 = (1 —Ha) > =Ty for py—pp >0,
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respectively, where y;, i=1, 2, is the sample mean and

! 1
Ta =0 n_l + n_ztnl +n2—2(a)’

with 62 the usual unbiased estimate of variance o> employed in (5.3) and #{a) the
upper a point of the ¢-distribution with df f. Since the partition is disjoint, the overall
significance level of this procedure is a, so that the union of these acceptance regions
form an acceptance region with confidence coefficient exactly 1—a. Then, by invert-
ing the acceptance region into the regions for 4, —u,, we have the confidence region
for u; —u, with confidence coefficient 1—-a as

O<py—pp <y1.=¥p. + Ty for Top <y, =y,

O<py—py <y =¥ + Ty for Ty<y;.—y, < Ty,

Vi=V2=Ta <py=p3<Y1.=V2.+To for =Ty <y =y, <Tq (5.20)

V=90 =Ty <py—pp <0 for =Typp <y, =5, < =Ty,

V.=V = To <py—pp <0 for y,. =y, <=T,,
see also Fig. 5.1, where the shaded area is the acceptance region. It is seen that the
upper and lower bounds of this confidence region are essentially the same as those

A ’
Jem :4_ 0<pty =ty <Fp.— ot T, _»'

Top L4

4
0<py =<y =Y+ T, _?

T, V3

¢

K4 "

b4 ¢
4 4

P/

4
4
I<_ Vie= Y2 =Ty <ty = <y1.= ¥+ T, "
4

L4 4

P4
" Ty
ps — T < <0
" Tan

)
'~_ Fram Vo= Ty <ty =1y <0 _>E
.

Figure 5.1 A confidence region with confidence coefficient 1-a.
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of the conventional confidence interval with confidence coefficient 1-2a, which is
given by the two parallel dotted lines

V.=V =T Spi—pr <Y1 =95 + T,

but raise the inclusion probability of y; —p, =0 up to 1 —a by widening the region at

|yl- _y2»| >Ty.
For the non-inferiority test we further introduce two regions

K_s: py—py=-96,
KZs:py—py<—0o.

It should be noted that K~ and K_; are disjoint and both are included in K;. We have
therefore

KiNK-;=K~,;, KiNK_s=K_s5, K_;NK_s=¢,
(5.21)
K, ﬂK2=K:5ﬂK2=K_5ﬂK2=¢,

where ¢ is an empty set. Then we can test K~; and K_; before K without adjusting the
significance level a according to the closed test procedure (Section 6.4.4).

If they are rejected, we can also test K; and K, without adjusting the significance
level. Therefore, we first apply the one-sided a test for the null hypothesis K~ and if it
is not rejected, the non-inferiority at the margin d cannot be achieved. If it is rejected,
we proceed to testing for K_s by a two-sided « test. If it is not rejected, we can declare
only the non-inferiority: u, —pu, 2 —96. If it is rejected, we proceed to testing for K by a
one-sided a test. If it is not rejected, we can declare only one step above the non-infe-
riority: u; —u, > —6. If it is rejected, we proceed to testing for K, by a two-sided a test.
Ifitis not rejected, we can declare up to the equivalence: u; —u, >0 and if it is rejected,
then we can declare the superiority: u; —u, >0. The multiple decision processes are
summarized below by setting « at 0.05.

1. If y,. + 6—Y,. < Ty 05, then non-inferiority is not achieved.
2. If Ty s <y;. +0—y,. < Ty 025, then declare weak non-inferiority: p; —p, = —0.

3. If y,.+6—9,.>To02s5 and ¥,.—¥,. <Tpos, then declare strong non-inferiority:
i —py > —6.

4. If Toos <y1.—¥,. < To.025, then declare at least equivalence: p; —pu, 20.

5. If y,.—¥,. > To.025, then declare superiority: p; —, >0.

This could include the non-inferiority test of ICH E9 (the International Statistical
Guideline; Lewis, 1999) via one-sided level 0.025 as its step 3 and superiority test



96 ADVANCED ANALYSIS OF VARIANCE

as its step 5, while having an intermediate decision: at least equivalent between those
two steps. Further, the non-inferiority has been made precise in two parts with and
without equality to the non-inferiority margin, and could include the old Japanese
practice via one-sided level 0.05 as weak non-inferiority at step 2. Thus it could give
a very good unifying approach to the ICH E9 and the old Japanese Guideline
(Koseisho, 1992).

Here we recommend requesting

V1.=Y2.2 =To.05 (5.22)

for the non-inferiority of steps 2 and 3, since otherwise the confidence region is
totally below 0 and seems not to deserve the name of non-inferiority (even if it clears
the non-inferiority margin). It should be noted that y,.—y, < —Tpg5 is the region
where the null hypothesis K is rejected in the negative direction by the usual two-
sided 0.05 significance test. This is therefore a device to avoid asserting the non-
inferiority by a very large trial when actually the inequality —&<u;—pu, <0 holds
and y;. —,. is significantly different from zero in the negative direction. By this device
we can hold essentially the same power with the one-sided 0.05 test while having
even less consumer’s risk than the one-sided 0.025 test for large n, as described in
(2) and (3) below.

In some areas the non-inferiority margin may be decided to be a clinically relevant
quantity. However, there are also many cases where it is difficult to decide such a
quantity and the non-inferiority margin is introduced just as an operating parameter
for approving a slightly better drug in terms of efficacy compared with the standard.
We discuss this point further in Section 5.3.5.

In the non-inferiority trial it has been recommended to include a placebo
for assessing the sensitivity of the trial. Let the response of the placebo be denoted
by uo, and assume

A pg<p,—0o.

Then we can apply the closed test procedure starting from testing the null
hypothesis

Kp: py <po
against
K, 11> po

since, by the assumption A, K, is included in K~;. The assumption A should be sat-
isfied by taking the non-inferiority margin 6 sufficiently smaller than the true differ-
ence u, —H, between the active control and the placebo. It should be noted that the
assumption A assures that the negation of K~; implies also p; > .

(2) Consideration of producer’s risk. For convenience, we consider (1—producer’s
risk) and call it power. It is defined as the probability that the test drug can clear the
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non-inferiority criterion when y; —p, =0. Then, for the conventional confidence inter-
val with confidence coefficient 1—-2a, the power is simply the probability

Pr{y,.=%,.>Ta=8|p, —p, =0}

with a@=0.05 for the old Japanese practice and 0.025 for the ICH E9. For simplicity,
we assume o to be known (or n; sufficiently large), and then it is

11\
Pr u>za—<+> 5o 7, (5.23)
n ny

where u is distributed as N(0, 1).

For the proposed method, the probability is obtained after some calculations as

11\ 2
Pr|u>max< —2z0.025, 20.05 — (— + —> Slo . (5.24)
n ny

The non-inferiority margin &/c is usually taken around 1/3, and if we assume

ny =n, =n then we have
- 1/2
20.05 — (Z) 8/6>—120.025

for n <233, so that region (5.24) is equivalent to region (5.23) with a=0.05. On the
contrary, if n is larger than 233 then the power is at least 0.975, so that regarding the
power, the proposed method is essentially equivalent to a one-sided 0.05 test (the old
Japanese practice). More precisely, for unknown o

11\ s 5 1
Pr{ Toos —| —+— =>-Toos|—==
ng np o c 3

i 0.99 at n =198, 0.54 at n =233, and 0.01 at n =269, so that the normal approxima-
tion doesn’t differ much from the exact theory. We compare the exact power of the
proposed method with one-sided 0.05 and 0.025 tests for several n’s in Table 5.9. It is
seen that the power of the proposed method is essentially equal to a one-sided 0.05 test
unless 7 is extremely large, as suggested by the normal theory. In contrast, if n is
extremely large, the power of all the tests approaches unity and the differences are
very small.

(3) Consideration of consumer’s risk. The consumer’s risk is defined as the prob-
ability that the test drug may clear the non-inferiority criterion when actually
Hi—p,=—0. It is obviously 0.05 and 0.025 for the classical one-sided 0.05
and 0.025 level tests, respectively. Since it has been verified that the normal
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Table 5.9 Power comparison at §/c=1/3.

ny=np
Test 100 198 233 269
0.05 test 0.7593 0.9522 0.9743 0.9867
0.025 test 0.6501 0.9113 0.9485 0.9712
Proposed test 0.7593 0.9521 0.9718 0.9750

approximation works well for the proposed method in the previous section, we
employ it again here for simplicity. Then, by definition of the consumer’s risk, we
have Pr{(Tpos <3,.+6=3,.)N(¥.= V5. 2 =To025 )}. After some calculations the
consumer’s risk is obtained as

11\ 7V?
Pr | u>max <—+—) 8/6—-20.025, 20.05 ¢ | - (5.25)
np np

Again we assume /6 =1/3, then up to ny =n, =233 this probability is 0.05 but after
this point it begins to decrease according to n and at n =277 it becomes even less than
0.025, which is the consumer’s risk of the one-sided 0.025 test. If 6/ is taken at 1/2,
the probability goes below 0.05 and 0.025 at n as small as 104 and 124, respectively. It
is seen that the lower bound of (5.25) goes up with increasing § and n, and this is a very
useful property, avoiding setting an inappropriately large margin. It also implies that a
trial which intends to prove the non-inferiority of a test drug that is actually inferior to
the control by an extremely large number of subjects should be unsuccessful. This is
the effect of requesting inequality (5.22) for non-inferiority.

5.3.3 Extension to the binomial distribution model

The test for non-inferiority was introduced originally for the binomial model and
asymptotically it can be dealt with similarly to the normal model. Now, suppose
we are comparing two efficacy rates p;, p, of the test and control drugs based on the
samples y;, y, for which we assume the binomial distributions B(n;, p;), i=1, 2. Just
like with the normal theory in Section 5.3.2, we first partition the space of p; — p, into
three regions:

K] Ipl—p2<0,
K> :p1—-p2=0,
K32p1—p2>0.
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We further introduce two regions

K_5:p1—p2=-6
KZs5:p1—p2<-6

with 6 some pre-specified non-inferiority margin. We have the same relationship
among the hypotheses K; as in (5.21), and by the asymptotic theory we can proceed
similarly to Section 5.3.2. The only difficulty arising differently from the previous
section is that the variance estimators for standardization are different for the null
hypothesis K; and the handicapped hypothesis K_;. This arises from the characteristic
of the binomial distribution that the variance depends on the mean whereas the mean
and variance are independent parameters in the normal model. Fortunately, however,
it is seen that the naive variance estimator

N 1 1 + +
Vo= <_+_) Y1ty (1_Y1 yz)
ng ny/ni+np np+np
for (y;/ny —y,2/n,) under K, is also valid under the handicapped hypothesis K _s;. More
exactly, Dunnett and Gent (1977) show that the variance estimator

- 1. R 1. )
Vs= n_l(Pza—(S)(l —Pas+0) + n—2P25(1 ~D2s) (5.26)
with
Pas= (1 +y2+m16)/(n +n2) (5.27)

is appropriate for the handicapped non-inferiority test if the sample sizes are nearly
balanced. Then, substituting p,s of (5.27) into (5.26) and expanding it with respect
to 6, we have

2 2

~ ~ ny—np 1+ ny—niny+ n
Vs Vo +6x 12102 g2 AT T
niny ny+ny nlng(n1+n2)

Further, putting p,, = (y; +y2)/(n1 +n,) we have

N i
S PR {2(2;520—1)”1 "2+5}. (5.28)
vV Vs 8P20(1-Pa20) ny+ny

That is, the relative error of using / Vo instead of +/ ‘75 is the order of &% if ny and
n are nearly equal. Usually, & is taken around 0.1 and the error of using v/ V instead

of \/‘7,5 is practically negligible; therefore we can simply use \/‘70 throughout all the
steps of this unifying procedure. Actually, in Example 5.8 the value of (5.28) is only
0.002. By this approximation, we can summarize the multiple decision processes as
follows, where p,=y;/n;, i=1, 2.
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1. If (p, +6-py)/\/ Vo <2005, then non-inferiority is not achieved.

2. If zo0s<(py+6-py)/V/ Vo<z000s, then declare weak non-inferiority:
p1—p22—6.

3. If (p,+6-p,)/V Vo>2z0005 and (pr—-D2)/V Vo <z00s, then declare strong
non-inferiority: p;—p, > —6.

4. M zo05< (D1 -P2)/V Vo <20.025, then declare at least equivalence: p; —p, 0.

5. If (p;—py)/V/ Vo> 20025, then declare superiority: p; —p, >0.

In the non-inferiority tests (2. and 3.), it is also useful to impose the requirement

(P1=D2)/ ‘70 > —20.025>

which corresponds to (5.22). By this alteration, the power for weak and strong non-
inferiority is kept essentially the same and the consumer’s risk is reduced just as in
Section 5.3.2.

5.3.4 Extension to the stratified data analysis

As a typical example from a phase III clinical trial, the test and control drugs are often
compared in several different classes. The data of Table 5.10 are for comparing a
new drug against an active control in the infectious disease of respiratory organs.
The result is known to be highly affected by the existence of pseudomonas. Therefore,

Table 5.10 A phase III trial in the infectious disease of respiratory organs.

Effectiveness
Pseudomonas Drug Total
i j k=1(-) k=2 (+)
1 (Detected) 1 (Active) 15 21 36
2 (Control) 13 10 23
Total 28 31 59
2 (No) 1 (Active) 7 20 27
2 (Control) 9 34 43
Total 16 54 70
Total 1 (Active) 22 41 63

2 (Control) 22 44 66
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achievements are shown in each class of pseudomonas detected or not. The analysis
ignoring this classification is quite misleading, often suffering from Simpson’s
paradox as described in Section 1.10. One standard approach to avoiding Simpson’s
paradox is testing interaction effects assuming a log linear model (see Section 14.3).
Instead, in this section we first test the constancy of the differences in efficacy rates
between test and control drugs through stratification. Then, if the constancy model is
not rejected, we proceed to estimating the constant difference.

(1) Model with a constant difference of efficacy rates through the stratification.
Let y; be the number of successful patients (denoted by k=2 in the table) for the jth
drug in the ith class, where j=1 for the test drug and 2 for the control, and i=1, ..., a,
a=2, in Table 5.10. We assume a binomial distribution B(n;;, p;;) for y; and test the
null hypothesis of constant difference

Ho: pn—-pn=A,i=1, ... a. (5.29)

Under the full model, the likelihood is given by

L =H?=1Hf=1{< 7)]7?;/(1—171‘])"" )U}
Yij
and the MLE is obtained as ﬁl-j=yl;,~/n,-j, i=1,...,a,j=1,2. Under the composite

hypothesis H, (5.29), the MLE is obtained from the partial derivations of the log-
likelihood

n; " Ly n; 5 2=V
logLy=log [Hle { (yll >17:-{‘ (I=pa)" " <y~2> (pi—A)"?(1-py +A)"™™ }]

i2

with respect to p;; and A. Then, the likelihood ratio test statistic is given by

210g(l:1/i,0)
with df a—1.

Example 5.11. Analysis of Table 5.10. An algorithm for calculating the MLE
and the likelihood ratio test statistic is given in Hirotsu er al. (1997). Then,
2log(Li/Ly) =139 with df =a—1=1 is obtained by the algorithm. The p-value is
0.24 and non-significant at p=0.15, which is the probability usually employed for
model checking.

(2) Estimation of efficacy difference with skewness correction. First, a naive
weighted mean for estimating A under the constant difference model (5.29) is given
in Hirotsu et al. (1997) as
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A
(5.30)

- f . < 1 1 i N =Yi .
A=2L_Y2 iy 4 v(A)= (_+_).y_.u,l=1,
nj np i

with variance
VA)={V (&) + -+ VT (A,)}
Then, a naive confidence interval with confidence coefficient 1—2a is obtained as
A-V'2(A)zgs A< A+ V2 (A)z,. (5.31)

As shown in Table 5.11, this naive method (NAI) gives a reasonable result if the
sample size is around 50 in each class. However, in the stratified analysis there will

Table 5.11 Consumer’s risk at non-inferiority margin 6=0. 1.

(P12, P22 P2) Method  n =(10,10,10)  n;; =(10,20,10) 1y = (100,100,100)
nn=(10,10,10)  np=(20,10,20) np=(100,100,100)

YTH 0.0540 0.0529 0.0516
(0.7,0.7, 0.7) NAI 0.0569 0.0566 0.0515
ES1 0.0522 0.0534 0.0517
ES2 0.0518 0.0529 0.0516
YTH 0.0517 0.0567 0.0541
(0.5,0.5, 0.5) NAI 0.0527 0.0551 0.0514
ES1 0.0506 0.0564 0.0539
ES2 0.0501 0.0548 0.0532
YTH 0.0579 0.0545 0.0509
(0.3,0.3, 0.3) NAI 0.0675 0.0599 0.0526
ES1 0.0513 0.0523 0.0511
ES2 0.0522 0.0518 0.0510
YTH 0.0528 0.0549 0.0517
(0.5,0.6, 0.7) NAI 0.0545 0.0554 0.0511
ES1 0.0516 0.0547 0.0518
ES2 0.0510 0.0541 0.0516
YTH 0.0559 0.0541 0.0510
(0.3,04, 0.5) NAI 0.0575 0.0541 0.0507
ES1 0.0527 0.0535 0.0506

ES2 0.0525 0.0524 0.0504
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often be a class of size as small as 10. Under these circumstances, the normal approx-
imation based on the efficient score

T(A)=0logLy/0A

with skewness correction by Bartlett (1953) works better. Since the nuisance para-
meters p;j,i=1, ..., a, are included in the efficient score T(A), we substitute the solu-
tion p;;(A) of the likelihood equation

dlogLy _ (vir—napit) N yio—np(pi—A)
opi1 pi(l-pa)  (pn—A)(1-pa+A)

=0. (5.32)

This substitution causes a bias in the expectation of T(A). Although the bias of order
n~1/2 vanishes, the skewness of that order comes out. For the skewness correction we
actually replace T(A) by

T*(A) = (Ui)_l/zT(A)—G]y{(ai)_sz(A)—1} (5.33)
A= pu(1=pa) +n5' (pa = A)(1-pn +4)} '

3 M (1=p)) 2 -
Zibi{pizl (I—Pi1)2}+21(1 ") {(I_Pil*'A)z (Pil_A)z}:|

b= nippi (1-pir)
" (pi —A)(1-pi + A) +nppi (1-pi)

)-3/2

r=(ox

Since T%(A) is a monotone decreasing function of A, we can solve two equations
T*(AL):ZQ and T*(AU): —Za (534)

to obtain lower and upper confidence bounds for A. In the numerical calculation we
use the naive estimator (5.30) for the initial value of A to solve equation (5.32) for
pi1,i=1, ..., a. Then, we substitute the solution into (5.33) to obtain the function
T*(A) and solve the two equations in (5.34). We go back to (5.32) to calculate
pi1,i=1, ..., a, by the renewed A, respectively, by the two equations of (5.34). The
computer program for this is also given in Hirotsu et al. (1997). This program can
be used to compare two binomial distributions by setting a=1.

We can apply the confidence interval to the simultaneous tests of non-inferiority and
superiority. It is an extension of the procedure of Section 5.3.3. Let A; (@) and A /(a) be
the lower and upper confidence bounds defined by (5.34). Then we have the following
multiple decision processes at significance level 0.05.

1. If A;(0.05) < -4, then non-inferiority is not achieved.

2. If AL(0.05)2-6andAL(0.025)< -6, then declare weak non-inferiority:
P1—p22=6.
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3. If A.(0.025)>-5and A;(0.05) <0, then declare strong non-inferiority:
pi=p2>-6.

4. If A7(0.025) <0and A7 (0.05) >0, then declare at least equivalence: p; —p, > 0.

5. If A;(0.025) >0, then declare superiority: p; —p> >0.

In the non-inferiority tests (2. and 3.), it is also useful to impose the requirement

Ay(0.025)20
or

AJV'2(A) 2 =z0.005,

which corresponds to (5.22). By this alteration the power for weak and strong non-
inferiority is kept essentially the same, and the consumer’s risk is reduced just as
in Section 5.3.2.

Example 5.12. Example 5.11 continued. Since a constant difference model was
not rejected, we calculate A, from T*(Ap)=z,, at @=0.05 to obtain
Ap=-0.1078. Since it is below the non-inferiority margin —0.10, non-inferiority
has not been proved and the analysis is finished here. The lower bound by the naive
estimate (5.31) is —0.1098 and leads to the same conclusion. The naive method is not
as bad with this size of clinical trial.

In Table 5.11 we compare the risk of declaring non-inferiority when actually
pil—pin=-0.1 by simulation of 10° repetitions for each. The methods compared
are the handicapped test of Yanagawa et al. (1994) (YTH), the naive confidence inter-
val (NAI), the normal approximation of efficient score (ES1), and the efficient score
with skewness correction (ES2). The YTH tests the null hypothesis Hy : pijj —pin=A4;,
i=1,...,a against H;: p;j—-pn>4A;, i=1,...,a by Mantel-Haenszel’s method,
and we apply it with A;=A. As a result, it becomes a normal approximation
method for Ziyiz and similar to ES1. However, it is different from ES1, which is
based on the weighted sum of y,,. From Table 5.11 it is seen that ES2 works
well for all situations. The naive method also works well when the sample size is mod-
erately large.

5.3.5 Meaning of non-inferiority test and a rationale
of switching to superiority test
There is an objection to the procedure of switching to a superiority test after obtaining

favorable data which were not expected in the planning stage. In this section we dis-
cuss the problem, assuming a very simple but typical situation of non-inferiority
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Table 5.12 Required sample size per arm (p,=0.7, 5=0.1).

Ky K_o.05 K_o.10
Efficacy of test drug 0.025 0.025 0.05 0.025 0.05
p1=0.7 - 1766 1439 442 360
p1=0.7+0.05 1658 418 341 186" 15272
p1=0.7+0.10 389 17372 14172 9872 80"

testing of K_s against K*;: pj—p> > —8 and superiority testing of K, against K3,
denoted by K in Table 5.12. We assume p, =0.7 and power of the non-inferiority
test 1 - = 0.9, and summarize the required sample size per arm for some combina-
tions of @ and 6 in Table 5.12.

We should consider p; =0.75 and 0.80 as quite acceptable against p, =0.7, and the
required sample size for a successful trial in Table 5.12 seems too great except for
those cases marked by a dagger (T). Especially, such a scale of the superiority test
(6=0) is usually unfeasible in Japan, and led to introducing non-inferiority tests with
6=0.1 and @=0.05 one-sided in the old Japanese Guideline (Koseisho, 1992) (see
also Hirotsu, 1986). The change of a from 0.05 to 0.025 increases the required sample
size by more than 20%, and seems unnecessary. Now, suppose the situation p; =0.80,
p>=0.70, 6=0.1, =0.05, and n; =n, =80, then the acceptance region for K_; at

step 2 of Section 5.3.3 given by replacing Vy by (2/80)x0.75x0.25 becomes

Pro—Pa 2 \/V_O % z0.05—0.10=0.013 (slightly above 0). Interestingly, in a trial around
p1=p2=0.75, n=100 per arm with §=0.1 and @=0.05 the approximately zero
outcome (p;y—pyo= 0) just clears the non-inferiority test and this was also a reason
why we introduced a non-inferiority test with §=0.1 and a=0.05 in Koseisho
(1992) (see Hirotsu, 1986, 2004; Hirotsu and Hothorn, 2003 for more details).
Mathematically, the non-inferiority margin ¢ is defined as the maximal tolerable
difference but the above discussion suggests that it is simply a device to approve
the new drug with slightly better efficacy rate compared with the standard drug. It
should be noted that the outgoing quality level p; passing through the non-inferiority
test of K_s is by no means p, —d, but expected to be much higher. In contrast, in the
normal model there may be some cases where § is interpreted as a clinically relevant
quantity.

To discuss the switching procedure from non-inferiority to superiority test, it is cru-
cial that K~; and K are not disjoint hypotheses but K~ implies K; (KZ; C K;). Now
suppose we have p; =0.80, p, =0.70. Then, to get approval for the new drug, the
required sample size 389 for K is too large, so we employ the non-inferiority test with
0=0.1,#=0.1, which requires n =98 per arm under the current rule of a=0.025 one-
sided (Table 5.12). Then the test has approximate power
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0.1
(0.75x0.25x 2/98) /2

P= Pr{u >1.96— } =0.366 for superiority,

0.1
(0.75%0.25x2/98)"/2

P= Pr { u>1.645- } =0.489 foratleast equivalence,

respectively. So, it does not happen that a trial planned as a non-inferiority test could
clear the superiority or at least the equivalence criterion, but it occurs quite often. Fur-
ther, since K_¢ 19: p1 —p2 = —0.1 is just an operating hypothesis and the true hypoth-
esis (estimate) that the experimenter has is p;—p, =0.1, the switching procedure
should be justified.

Example 5.13. An example of the switching procedure in the binomial model.
The data in Table 5.13 are from a phase III randomized, double-blind clinical
trial comparing the efficacy of the test and control drugs in chronic urticaria
(Nishiyama et al., 2001).

We set & at 0.1 and apply the procedure introduced in Section 5.3.3. First V is
obtained as

. 1 1 168 65
VO = (112 + 121) X E X ﬁ —00034583

Then we calculate

— /87 81
(B, +6-py)/\/ Vo = (m +0'1_ﬁ> /1/0.0034583 =3.526.

This value is larger than zg o5, and we proceed to the next step. Since

L (87 81 B
(Pr—p2)/\/ Vo= (112— 121)/\/0.0034583 =1.826 (5.35)

is larger than z s but smaller than zg (.5, at least equivalence: p; —p, 20 has been
proved. According to ICH E9 and the old Japanese Guideline also, only the

Table 5.13 Phase III trial for chronic urticarial.

Response

Drug Improved Not improved Total

Test 87 25 112
Control 81 40 121
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non-inferiority can be asserted in this case but at least equivalence seems to be a more
appropriate conclusion from the achievement of the trial (p, =0.78, p, =0.67). In this
case Vs in (5.26) is 0.003444 and the relative error (5.28) is equal to 0.002, suggesting
that the difference is negligible.

Incidentally, it is worthwhile noting that the square of (5.35), 1.826% =3.33, coin-
cides exactly with the y* obtained in Example 3.6. This is verified by noting that

(ﬁl_ﬁz)/\/;O= (v1/n1=y2/n2)
V(4 mz ) {01432/ 1+ m) 1= (01 +32)/ (m +m2))
_ Vmtnadyi(n—y2) =y (ni—y1)} (5.36)

Vmm () (i m = (v +32)}

Now, by the notation of Example 3.6, VI=Y11, 12=Y2=Y22, Y2=Y21, 11 —=Y1 =12
and the square of (5.36) is exactly equal to (3.58).

5.3.6 Bio-equivalence

The topic discussed so far is closely related to bio-equivalence, where the mean levels
U1, 4o of two drugs are required to satisfy

0.80<u, /py < 1.25. (5.37)

This is usually confirmed by showing the 0.90 confidence interval for y,/u, to be
within the range of (5.37). In this section we assume a lognormal model for the phar-
maco-kinetic measurements y;; for two drugs i=1, 2:

logy;=logu;+e; i=1,2;j=1,....n

where the measurement errors e; are identically and independently distributed as
N, 7). Let x;;=logyj;, then the usual approach for assuring bio-equivalence is to
require the 0.90 confidence interval

1 1
X|.—Xp.— 0 n— + n—l‘,,] +n3—2(0~05)
Vi o
_ /11
<logp,—logu, <X1.—X%.+ 6 o + n—ztn1 +m,-2(0.05)

to be totally inside the range (log 0.80, log 1.25). The procedure assures that the con-
sumer’s risk, defined in this case as the probability of wrongly declaring the ratio p/u5
truly beyond the interval (5.36) to be equivalent, is less than or equal to 0.05 for the
respective departures up and down. Now, for this problem we can also apply the

(5.38)
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confidence region (5.20) introduced in Section 5.3.2. As stated there, the confidence
region raises the confidence coefficient up to 0.95 by widening the interval at
X1.—Xp. 2Ty s and X;. —X,. £ — Ty 05. However, widening the confidence interval obvi-
ously does not increase the probability of declaring equivalence in any case, so that the
consumer’s risk is not increased. The producer’s risk, defined as the probability of
failing to declare equivalence for the ratio y/u, truly inside the interval (5.37), should
also be unchanged by this alteration, since the difference is only in the case when
|X1. —X2.| 2 Ty 05. Suppose Xj. —X2. 2 T o5, for example, then both lower confidence lim-
its of O (by the proposed method) and x;. —x,. — T o5 (by the classical approach) exceed
log 0.80 (negative value) with probability 1. A similar argument holds for the upper
bound when X;. —X,. < —Tpos. That is, the risk of accepting y;’s beyond the range of
(5.37) and also the risk of rejecting y;’s truly inside the interval (5.37) are exactly the
same for both methods (5.20) and (5.38). It should, however, be noted that even if the
equivalence criterion has been satisfied by a confidence interval, some discussion
would be necessary if it could not include u, /u, = 1. We therefore propose requesting
0 to be included in the confidence interval for declaring equivalence, in addition to
clearing the lower and upper bounds (log 0.80 and log 1.25), respectively. Then,
the probability of including 0 in the confidence region when y; and p, are truly equiv-
alent (u; /u, =1) is surely 0.95 for the new approach (5.20), while it is 0.90 for the
conventional confidence interval (5.38). This could be an advantage of the proposed
approach (5.20) over the conventional confidence interval (5.38).

Example 5.14. Proving bio-equivalence between Japanese and Caucasians. As
an example, we apply the method to the data taken for a bridging study and given
in Table 5.14, which are the log|¢ Cpax for Japanese and Caucasians after prescribing
6 mg of a drug on an empty stomach (Hirotsu, 2004). In a bridging study it is essential
to prove that the bio-availability is approximately the same between the Japanese and
the Caucasians. We denote the Japanese and Caucasian data by x;, j=1,...,n; and
X5, j=1,...,ny, respectively. Then we have the summary statistics

%= 1518, % = 1.457, 8, =3 (x;-%1.) 7 =0.1255, S5 = 3" (xy— %) = 0.1086.
Since the equivalence test is sensitive to outliers, we first check for outliers by the

Smirnov—Grubbs test. We have

Table 5.14 Comparison of log;y Cax between Japanese and Caucasians at
6 mg dose.

Japanese (n=20): 1.567, 1.515, 1.500, 1.591, 1.624, 1.691, 1.531, 1.456, 1.351,
1.478,1.461,1.571, 1.565, 1.586, 1.406, 1.488, 1.500, 1.577,
1.500, 1.407

Caucasians (n=13): 1.455, 1.375, 1.474, 1.650, 1.464, 1.375, 1.479, 1.413, 1.423,
1.389, 1.441, 1.650, 1.348
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Table 5.15 Comparison of log;o Cpax between Japanese and Caucasians at 3 mg dose.

Japanese (n=12): 1.206, 1.042, 1.148, 1.198, 1.132, 1.039, 0.848, 1.171, 1.176,
1.101, 1.252, 1.082

Caucasian (n=13): 0.964, 0.983, 1.041, 1.083, 1.215, 1.104, 1.041, 1.405, 1.253,
1.228, 1.121, 1.114, 1.199

(x16—x1.)/6=(1.691-1.518)/+/0.0066 =2.13 for Japanese,
(x24=%2.)/6=(1.650—1.457)/+/0.0091 =2.03 for Caucasians.

These values are not significant for the two-sided test at level 0.10.

Now we proceed to the equivalence test. The pooled estimate of variance
6% =0.007553 and the critical values are obtained as To.05 =0.053 and T o5 =0.063,
respectively. Therefore, the mean difference x;.—x,. =1.518-1.457=0.061 is non-
significant at two-sided a=0.05 but significant at one-sided a=0.05, so that we have
the confidence interval by (5.20) with confidence coefficient 0.95:

0 <log,p; —logo s <0.061 +0.053=0.114
or

1<, /u, <1.30. (5.39)

The interval (5.39) includes 1 (equality of means,) and although the upper limit is
slightly over the usual criterion of 1.25 for bio-equivalence, it would be acceptable
in considering the data not from a cross-over trial. On the contrary, the conventional
confidence interval (5.38): 1.02 <y, /u, < 1.30 excludes 1 and some discussion will be
necessary before asserting the equivalence of C,,«x between Japanese and Caucasians.

The data at 3 mg dose are also given in Table 5.15 (Hirotsu, 2004). For these data
the confidence interval (5.20) at @=0.05 is obtained as 0.80 <y, /u, <1.14, which
coincides with the naive confidence interval at confidence coefficient 0.90. Thus,
the usual criterion of bio-equivalence is satisfied for 3 mg dose. Incidentally, the smal-
lest datum 0.848 in the Japanese data is significant at approximately two-sided level
0.05 by the Smirnov—Grubbs test. If we eliminate this datum, the Japanese and Cau-
casian data become even closer.

5.3.7 Concluding remarks

The ICH E9 Guideline discusses the non-inferiority and superiority tests separately,
and recommends a one-sided a=0.025 test for the former and usually a two-sided
a=0.05 test is applied to the latter. In contrast, according to the old Japanese Statis-
tical Guideline (Koseisho, 1992), Japan used to employ one-sided a=0.05 for the
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non-inferiority test and it had a very big impact when changing a to 0.025. It should be
noted, however, that the approaches are not contradictory but lie along the same line
with slightly different position, although an explanation will be necessary on why
to change a in the superiority and non-inferiority tests under ICH E9. Now, the
newly proposed procedure in Sections 5.3.2 ~5.3.4 consistently uses a=0.05 for
all tests (one- or two-sided) in the process, and as a result keeps the family-wise
type I error rate at 0.05. It could include the non-inferiority test of ICH E9 as its step
3 and the superiority test as its step 5, while having an intermediate decision: at least
equivalent between those two steps. Further, the non-inferiority test has been made
precise in two parts (with and without equality) for the non-inferiority margin, and
could include the old Japanese practice as weak non-inferiority at step 2. Thus, it could
give a very good compromise justifying simultaneously the ICH E9 and the old Jap-
anese Guideline. Ideally, the significance level a or a/2, and also the non-inferiority
margin J in the non-inferiority test, should be chosen optimally to control the outgoing
quality level of drugs passing through these testing processes — but this is a very dif-
ficult problem. Then, it will be attractive to have such multiple decisions changing the
strength of evidence of the relative efficacy of the test drug against the control accord-
ing to the achievement of the clinical trial. It should be noted that this procedure
improves the consumer’s risk even against a one-sided 0.025 test in a large trial, while
keeping the producer’s risk essentially the same as for the one-sided 0.05 test. The
confidence region is useful also for proving bio-equivalence.
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6

One-Way Layout,
Normal Model

In this chapter we first introduce an overall ANOVA of a one-way layout by the F-test.
Then, Section 6.2 presents a homogeneity test of variances. Section 6.3 gives a non-
parametric approach. We introduce multiple comparison approaches in Section 6.4,
which are more useful in various aspects of applied statistics. Finally, Section 6.5
shows directional tests when there is a natural ordering in the levels of treatment, such
as temperature, concentration, and dose levels.

6.1 Analysis of Variance (Overall F-Test)

We extend the r-test in a two-sample problem to comparisons of a treatments. We
assume a statistical model

vi=pi+eji=1,..,a,j=1,...,n, 6.1)

where the error e; are assumed to be distributed independently as N(0, 6%). We are
interested in testing the null hypothesis of the homogeneity in u;,

Ho:py=---=p, (6.2)

The case of equal number of repetitions, n; =m, has already been discussed in
Example 3.2. We use n(=n,) for the total sample size, as before. The LS estimate
for model (6.1) is ji;=y; again, and the residual sum of squares is obtained as

. —_\2 . _
Se=>"io J"l'=1()’ij_yl'-) => i }1;1)’;‘21'_2?:1)’1'-)’?=ZZ)’?]_ZY%/”P

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
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Under Hy (6.2) we obtain g =y. and the residual sum of squares is obtained as

So=3 3y =3.y. =3y =y /n. (6.3)

For the calculation of these residual sums of squares, formula (2.33) has been uti-
lized. Then, the increase in residual sum of squares is obtained as

Sn=S0=Se= (S35 =32 /n) = (03~ Y0 /mi) =307 fmi=y2 /. (64)
In this case, rank(X) =a and rank(X,) =1, and we have finally the F-statistic

_ SH/(a—l)
F= 7&/(”_@ . (6.5)

The F-statistic (6.5) is called a between vs. within variance ratio. The expectations of
Sy and S, are calculated similarly to Example 3.2:

E(S,)=(n-a)c?
E(Sn)=(a=1)0> + Y= )" i = Yo mipus /.
Therefore, the unbiased variance is obtained as
6*=S,/(n-a). (6.6)

The non-centrality parameter y (3.38) is now

y=> i)’ /o> 6.7)

These results are summarized in the ANOVA Table 6.1. It should be noted that
actually, Sy and Sj; are calculated first and S, is calculated by subtracting Sy from
So (Se= So—Sk). The sum of squares Sy (6.3) is called a total sum of squares, since
it expresses the total variation of the data. In this context, Sy is written as Sz, denoting
the total sum of squares, and hereafter we employ this notation in the ANOVA table.
In contrast, Sy (6.4) is the sum of squares for treatments.

Table 6.1 ANOVA table for one-way layout.

Factor Sum of df Mean sum of F Non-

squares squares centrality
Treatment Sy (6.4) a-1 Sy/(a—1) F (6.5) y (6.7)
Error S, n-a *=S,/(n-a) (6.6)

Total So (6.3) n-1
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6.2 Testing the Equality of Variances

The F-test in the previous section assumes an equality of variances among treatments.
The F-test is asymptotically equivalent to a permutation test, and robust like the #-test
against departures from the underlying assumptions. However, if there is a large
heterogeneity among variances, it is necessary to control the error in the experiments
or reconsider modeling. We mention here three methods of testing the equality of
variances in the normal model:
y~=/4[+eij,i=1 Laj=1,.
i ~ N (0,07) and mutually mdependent

I S, N
Hg.al_---—o =0-.

If the null hypothesis H,, holds, then this model reduces to model (6.1).

6.2.1 Likelihood ratio test (Bartlett’s test)
We define the sum of squares for the ith population by S; = ijizj —y?/n;. Then the

statistics S;/ 0'1.2, i=1, ..., a are distributed independently from each other as a chi-
squared distribution with df (n;—1). Therefore, the joint distribution is

ara I’li—l - a Si (ni_3)/2 1 Si
f(Sl»"'»Sa)z{z Hi:l{r< 3 )"?H Hi:l(ﬁ) exP(‘gZil?)-

(6.8)

We denote the right-hand side of (6.8) by L(a%, ...,53 ), which is a likelihood func-
tion with respect to 7. From dlogL(s7, ...,62) /907 =0, we obtain the MLE
62=S;/(ni-1),i=1, ..., a.
The likelihood function L* under H,, satisfies

Z(”i—l)lo o2 >.Si

2 Ay

logL* =const. —
and we have the MLE

& =281/ (ni=1).

Denoting the likelihood ratio by A, we obtain the test statistic

—2logA=2{logL(67, ...,62) —logL*(6*) }

&2 (6.9)
A=} L ioga].

=(n-a)|log
n—a n—a
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This equation is a logarithmic function of the ratio of the arithmetic and geometric
means. When the n; are moderately large and under H,, the test statistic (6.9) is dis-
tributed as chi-square with df a—1. A better approximation is obtained by Bartlett’s
correction

B=(-2log1)/ [1+ ( nil_—1>/{3(a—1)}},

1 n-a

called Bartlett’s test. This test does not need a particular table of critical values, and
can be applied to the unbalanced case without difficulty.

6.2.2 Hartley’s test
The test statistic is given by
Frnax =max; 67 / (min; 67 ).
This test gives high power when two variances are extreme and the others are rather

homogeneous and located in the middle of these two. The critical values are given in
Hartley (1950) when the repetition numbers are equal among the groups.

6.2.3 Cochran’s test
The test statistic is given by
G=max; 67/ .,67.

This test gives high power when one population is outlying. The critical values are
given in Cochran (1941) when the repetition numbers are equal among the groups.

Example 6.1. Magnetic strength of a ferrite core. The data of Table 6.2 are the
measurements of magnetic strength (u) of a ferrite core by four different treatments.
Table 6.3 is prepared for calculation of the sum of squares.

Table 6.2 Magnetic strength (¢) of a ferrite core (Moriguti, 1976).

Treatment Data Total (Total)?

Ay 10.8 9.9 10.7 10.4 9.7 51.5 2652.25
A, 10.7 10.6 11.0 10.8 10.9 54.0 2916.00
Az 11.9 11.2 11.0 11.1 11.3 56.5 3192.25
Ay 114 10.7 10.9 11.3 11.7 56.0 3136.00

Total 218.0 11896.50
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Table 6.3 Squared data.

Treatment (Data)’ Total

Ay 116.64 98.01 114.49 108.16 94.09 531.39
Ay 114.49 112.36 121.00 116.64 118.81 583.30
A 141.61 125.44 121.00 123.21 127.69 638.95
Ay 129.96 114.49 118.81 127.69 136.89 627.84
Total 2381.48

(1) Testing the equality of variances by Bartlett’s test. The sums of squares are
obtained as follows:
S, =531.39-51.5%/5=0.94 withdf n,—1=4,
S, =583.30-54.0?/5=0.10 with df n,—1=4,
S3=638.95-56.57/5=0.50 withdf n;—1=4,
S4=627.84-56.0°/5=0.64 withdf n,—1=4.

The test statistic (6.9) is obtained as

0.94+0.10+0.50+0.64 1 0.94 0.10 0.50 0.64
(20—4){10g ML ( )}:4.30.

20-4 ~20-4 410gT+410g—4 +410g—4 +410gT

The coefficient for improvement is

{1+ <3—‘x4—201—_4>/(3x3)}_1=0.906,

and Bartlett’s test statistic B is obtained as 3.90 by the product. This is smaller than
23(0.05)=7.81, and the null hypothesis H,, is not rejected.
For reference, Hartley’s test statistic is

Funax = (0.94/4)/(0.10/4) =9.4

and it is smaller than the upper 0.05 tail point 20.6.
Cochran’s test statistic is
0.94/4

G= =0.431,
(0.94+0.10+0.50+0.64) /4

which is smaller than the upper 0.05 tail point 0.629.
There is no significant difference suggested among variances by the three methods.
Of course, the reader is obliged to choose one method before seeing the data.
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Table 6.4 ANOVA table for one-way layout.

Factor Sum of squares  df Mean sum  F Non-centrality
of squares

Treatment Su=3.10 3 103 758" S ui(u—i)?/o?

Error S.=2.18 16  $%=0.136

Total Sr=5.28 19

(2) ANOVA. The sums of squares are obtained as follows:

Sr=2381.48-218.0?/20=5.28by (6.3),
Sy=11896.5/5-218.0?/20=3.10 by (6.4),
S,=Sr—Sy=2.18.

Then, the F-statistic is obtained by (6.5) as

_3.10/(4-1)

=~ 7 =7 58",
2.18/(20-4) 8

F

Since F3_ 16(0.01) =5.29, the result is highly significant. These calculations are sum-
marized in the ANOVA Table 6.4.

The maximal strength is obtained by treatment A3, so we derive a confidence interval
for u3. However, there is not much difference between A3 and A4, and some multiple
comparison procedure and related simultaneous confidence interval of the next
section will be more appropriate. A naive confidence interval for y5 at confidence coef-
ficient 0.90 is obtained from y, = 11.3, 6> =0.136 with df 16 and 116(0.05) =1.746 as

Uz~ 11.3£,/0.136/5x 1.746=11.3+0.3.

6.3 Linear Score Test (Non-parametric Test)

In this section we derive a method for a linear score test for the ordered categorical
data, which can include permutation test and rank test with or without ties. Following
and extending Section 5.2.3 for a two-sample problem, we use the notation
y;= (yil,...,yi;,)', Ri=y;,Ci=y;,N=y.,i=1,...,a,j=1,...,b. The C; subjects in
the jth response category are given the same score wj, a typical example of which
is the Wilcoxon averaged rank score

wi=Ci+-+Cio1+(Cj+1)/2,j=1, ..., b. (6.10)
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Then, the statistic of a linear score test is
Wi= Zinyl'j, = 1, Lo a.

The expectation and variance of W; can be calculated as a random sample of size R;
from a finite population of given scores, where the number of w; is C;. However, it is
more easily calculated by a multivariate hypergeometric distribution

ILR'TI.C;!
MH Yi'|Ri, C., N ~
( v ] ) N'H,H]y,j'

The detailed calculation is shown in Section 11.2. It should be noted that this struc-
ture of data is the frequency in the two-way table of the treatment levels and ordered
categorical responses, and thus will be treated more generally in Chapter 11. Anyway,
we get from (11.3) and (11.4)

E(W;)= (R[/N)Zj(chj), i=1,...,a,

Ri(N-R)) ,

V(Wi) = N-1) O

where

o =N {2}. (wfcj) -N"! {Zj (w,G) }1

is the same as ¢ in (5.15) and (5.18). The covariance of W; and W; can also be
obtained easily from the multivariate hypergeometric distribution, and we have an
overall test statistic for the homogeneity of populations as

W= % [D(W/Ri)—%{zj(wicj)}z} (Nt

w

=z

which is asymptotically distributed as a chi-squared distribution with df a— 1 under the
null hypothesis of homogeneity of treatments. This test is called the Kruskal-Wallis
test when the averaged rank (6.10) is employed as score. The other methods described
in Section 5.2.3 (2) — such as max acc. ¢1 and the cumulative chi-squared statistic — are
introduced in Section 7.3.

Example 6.2. Kruskal-Wallis test for Table 6.2. We apply the Kruskal-Wallis test
for the data of Table 6.2. Rewriting the table as rank data, we prepare Table 6.5 for the
necessary calculations. Then we have the test statistic



Table 6.5 Calculation of Kruskal-Wallis test statistic.

Rank j

Treatment 1 2 3 4 5 6 7 8 9 10 11 12 13 14 Total
Ay 1 1 1 1 1 5
Ay 1 1 1 1 1 5
Aj 1 1 1 1 1 5
Ay 1 1 1 1 1 5
C; 1 1 1 3 2 2 2 1 1 2 1 1 1 20
w; (6.15) 1 2 4 6 8.5 10.5 12.5 14 15 16.5 18 19 20

Wiy 1 2 3 0 6 8.5 0 0 0 0 0 0 0 0 20.5
Wiyo; 0o 0 o0 4 6 8.5 10.5 12.5 0 0 0 0 0 0 415
W3 0o 0 o0 0 0 0 0 12.5 14 15 16.5 0 0 20 78
Wiyaj 0o 0 o0 0 6 0 10.5 0 0 0 16.5 18 19 0 70
w; G 1 2 3 4 18 17 21 25 14 15 33 18 19 20 210
wj? G 1 4 9 16 108 1445 2205 3125 196 225 5445 324 361 400 2866

02 =20""! {2866—20“ (210)2} =33.05
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W2

~33.05 5 ~20 X0 T 12087

1 (20.5%+41.5°+78%+70%> 1 1
{ Ao e x2102} 2(9)

Since ¥3(0.01)=11.34, the statistic is highly significant and the result coincides
well with the F-test in Example 6.1 (2).

6.4 Multiple Comparisons

6.4.1 Introduction

In the 1980s a sensational event happened, in that the new drug applications from
Japan to the FDA (US Food and Drug Administration) were rejected one after another
because of the defectiveness of the statistical procedures for dealing with the multi-
plicity problems. One of these procedures was the multiple comparison procedure
developed already in the early 1960s, but this was not known widely among Japanese
practitioners and caused considerable confusion. Another problem was that of apply-
ing various statistical tests to a set of data and taking the most favorable result. At that
time the results of the r and Wilcoxon tests were written simultaneously in the report of
the two-sample problem, for example, which of course makes the significance level of
a test meaningless. Now it is required to define a statistical method to apply before
taking data or before opening the key at latest in a phase III trial.

In a clinical trial, multiple characteristics of a treatment is also a big problem —
known as the problem of multiple endpoints. In a simple example of lowering blood
pressure, where the systolic or diastolic blood pressure is of interest, is the effect of
lowering pressure by 30 mmHg from 200 or 160 mmHg regarded as equivalent and
how can we deal with the circadian rhythm, which usually amounts to a 20 mmHg
difference between the day and night? To select a target characteristic after taking data
obviously causes a false positive. Further, Armitage and Palmer (1986) pointed out
stratified analyses as one of the most awkward multiplicity problems. In infectious
diseases, for example, the effects of a new drug and an active control can be reversed
in acute and chronic patients. This is statistically a problem of interaction between the
drug and the status of the disease, and of course it is not allowed to declare the effec-
tiveness of a new drug in a particular status of disease after seeing all the data.
A proper approach would be to define such an interaction between the drug and
the status of the disease in advance, based on sufficient clinical evidence, and to prove
it in the trial.

In contrast, the multiple comparison procedures developed in statistics are the pro-
cedures for dealing with the multiple degrees of freedom which arise in comparisons
of more than two treatments. In the one-way ANOVA model

yi=p;+e;i=1,...,a,j=1,...,n,
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where the error e;; are assumed to be distributed independently as N(0, 02), for exam-
ple, the overall null hypothesis in y;,

Ho:py=-=p,, (6.11)

can be decomposed into various sub-hypotheses. One of the simplest is to take H as a
set of paired comparisons,

Hj:pi=p;, 1<i<j<a.

In this case, testing each H; at level a obviously causes a false positive and an
appropriate procedure for adjustment is required. In Section 6.4.2 we develop
statistical methods for the known structure of sub-hypotheses, as in this example.
A general approach without any particular structure is given in Section 6.4.3 and
in Section 6.4.4 a closed test procedure is given, which can be applied without adjust-
ing the level a.

In this section we assume normal independent errors and the multiple comparisons
of binomial probabilities are discussed in Section 7.2. Further, row-wise multiple
comparisons in two-way data are developed in Chapters 10, 11, and 13.

6.4.2 Multiple comparison procedures for some given structures
of sub-hypotheses

(1) Tukey’s method for paired comparisons. We consider a set of paired
comparisons,

Hy:pi=p;, 1<i<j<a. (6.12)

A test of a simple homogeneity hypothesis like (6.11) cannot bring useful information,
such as which of the treatments is recommended, even if the test results are statistically
significant. Therefore, comparisons like (6.12) are preferable, but repetitions of the #-
test obviously suffer from a large false positive. In this case we can take a maximal z-
statistic max<;<j<at;, j»

;= 5.~/ (ni_l+nj_1)(}2,
. ,. 2
52=Z?=1 j"l=1(yij—yi-) / (n-a),

as a test statistic, where 67 is equal to S,/ (n—a) (6.6) in ANOVA Table 6.1. When all
the repetition numbers are equal, the distribution of V2 max<j<j<q i, j s nothing but
that of the Studentized range and the upper tail points g, _,—.(a) are tabulated. Also, a
simple integration formula for exact calculation of the p-value has been given by
Hochberg and Tamhane (1987). When the repetition numbers are not equal, it has
been shown by Hayter (1984) that the tail probability for equal number of repetitions



ONE-WAY LAYOUT, NORMAL MODEL 123
gives a very precise and conservative approximation. In contrast, the use of a one-
sided Studentized range was suggested in Hirotsu (1976) and extended by Hayter
(1990). Although Tukey’s method was originally intended for paired comparisons,

it can be extended to all the contrasts L'y and the simultaneous confidence interval
is obtained as follows:

_ -1 .
L'p~Lyg +(2yv/m)" (X|Li)6qa, n-a(a), (6.13)
where y ;). = (V1. - . ) is a vector of sample means, L= (Ly,...,L,)’, and we assume

equal number m of repetitions in (6.13). It should be noted that the (i) is not a label of a
vector but implies a running variable to specify the vector.

(2) Scheffé’s method for comparing all the contrasts. The null hypothesis (6.11) is
also equivalent to

Hy:L'u=0, "L'j=0. (6.14)
The #-statistic corresponding to (6.14) is given by
t.=Ly;)./\/L'diag (n7') L6,
Since L'j=0, we have
(L’y(,-))z = {L’diag (ni_]/z)diag (nil/z) . —y“j)}
<{L'diag (ni‘l)L}{Zin;(y,: —y.)z},

2

where the inequality is due to Schwarz’s inequality. Then we have

7 iy (a=1)

a-1" &2

(6.15)

However, the right-hand side of equation of (6.15) is nothing but an F-statistic with df
(a—1, n—a) in the one-way ANOVA, so the statistic #;, for any contrast L'u is eval-
uated by the F-distribution. That is, the simultaneous confidence interval is
obtained as

Lp~ Ly =/ (a-1){L'diag (07 )L}6F o1, 1-a(a). (6.16)

This method is applicable when the sample sizes are not equal. One should refer to
Scheffé (1953) for detailed comparisons of Scheffé’s and Tukey’s methods.
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Table 6.6 Simultaneous confidence intervals by Tukey’s and Scheffé’s methods.

Tukey Scheffé

Contrast Point Lower Upper Lower Upper

estimates bound bound bound bound
Ho— 0.5 —-0.168 1.168 —0.228 1.228
H3— 1y 1.0 0.332 1.668 0.272 1.728
Hy— My 0.9 0.232 1.568 0.172 1.628
H3— o 0.5 —-0.168 1.168 —0.228 1.228
Ha— o 0.4 —-0.268 1.068 —0.328 1.128
o= 3 -0.1 —-0.768 0.568 —0.828 0.628
c 0.8 0.132 1.468 0.206 1.394
c 0.7 0.032 1.368 0.186 1.214

Example 6.3. Example 6.1 continued. We construct simultaneous confidence
intervals for the contrasts p;—p;, 1<i<j<4, cy=(uy+uz+py)/3~p, and
co=(us+puy)/2—(py +p2)/2 by each of Scheffé’s and Tukey’s methods. Now,
a=4,n,=m=5, q4,16(0.05) =4.046, F36(0.05)=3.24, and we already have
6=40.136=0.369 in ANOVA Table 6.5. The calculations of (6.13) and (6.16)
are quite easy, and the results are summarized in Table 6.6.

It is seen that the range of intervals for paired comparisons is smaller for Tukey’s
method than for Scheffé’s method, and the reverse is true for general contrasts like
Cq and Co.

(3) Dunnett’s method for comparing treatments with a standard. A typical
situation often encountered in a clinical trial is comparing treatments with a
standard, which is indexed by 1. In this case a set of sub-hypotheses of interest are
expressed as

Hj:pj=p,i=2,...,a.

The #-statistic corresponding to H;; is given by
— - —1\ 22
ti =[5yl (nf 07t 6%
When n; = --- =n,, the upper tail points of the maximal statistic, max; t; ;, are given
by Dunnett (1964). Also, a simple integration formula for exact calculation of the

p-value is shown by Hochberg and Tamhane (1987).

Example 6.4. From Dunnett’s original paper. This example is concerned with
the effect of certain drugs on the fat content of the breast muscle in cockerels.
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In the experiment, 80 cockerels were divided at random into four treatment groups.
The birds in group A were the untreated controls, while groups B, C, and D
received, respectively, stilbesterol and two levels of acetyl enheptin in their diets.
Birds from each group were sacrificed at specified times (four levels) for the
purpose of certain measurements. One of these was the fat content of the breast
muscle.

The analysis of variance for the 4 x4 two-way data with repetition five at each
cell was performed to obtain the unbiased variance 6°=0.1086 with df 64. The
absence of an interaction between treatments and sacrifice times was shown,
justifying the comparisons of treatment groups based on the overall means
V). =(2.493,2.398, 2.240, 2.494)',

Now, the main comparisons of interest to the experimenter were between each of
the three treatments and the control. The one differing most from the control is treat-
ment C, and the standardized difference is obtained as

15,1 =[2.240-2.493| /1/(1/20+ 1/20)0.1086 = 2.43*,

To evaluate this value as Student’s 7 obviously suffers from a false positive, since
treatment C was selected because of the extreme outcome. By the table given in the
paper specific to the comparison of the best treatment with the control, the critical
values are 2.41 and 3.02 for two-sided levels 0.05 and 0.01, respectively. Therefore,
we can state that treatment C is significantly different from the control at two-sided
level 0.05. The other two treatments can be tested by the closed step-down procedures
of Section 6.4.4, and it is found that neither of them is significant.

It is commented in the paper, however, that this is a bit surprising, since group D —
which received the same drug at twice the dose — does not show any apparent differ-
ence from the control. Whether one should conclude in this instance that a real treat-
ment effect has been demonstrated, which for some reason is not manifested at the
higher dose level, depends on the experimenter’s prior knowledge regarding the prop-
erties of this particular drug, together with his assessment of the likelihood of the
observed effect’s being due to a chance occurrence or a flaw in the conduct of the
experiment. Thus, a statistical analysis is by no means a conclusion, but only supports
scientifically the real-world decision.

6.4.3 General approach without any particular structure
of sub-hypotheses

(1) Bonferroni’s inequality. Let us consider simultaneous tests of a set of basic
hypotheses Hy, ..., Hg and any subset of it, namely

NiesHj, J C (1, ..., K),
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where we identify H; and the set of p satisfying H;. We also assume none of
the hypotheses Hj, ..., Hx can be expressed by the intersection of the other
hypotheses. Let the rejection region of each of Hy, ..., Hx be Ry, ..., Rg. Then
we should determine R, ..., Rk, so that the probability of wrongly rejecting at
least one of Hy, ..., Hy when they are true is less than or equal to a. That is,
we choose the rejection regions so as to satisfy

Pr(RU---URk |H N---NHg)<a.
We can choose R; satisfying
Pr(R; |H)) <a/K, (6.17)
since then we have
Pr(RiU---URk[H\ N---NHg) <>, Pr(R;[HyN---NHg)
<Y Pr(R;|H))

<Kx(a/K)=a.
where the first inequality is due to Bonferroni’s inequality.
Next, suppose the rejection region is expressed by a test statistic 7; in the form
Ri:Ti>¢
as usual. Then define
& (1) =Pr(T;> 4| Hj)

for the observed test statistic #;, which is called the p-value in the situation of multiple
comparisons. When H; is true we have

Pr{a; (1) <p|H; } =Pr{Pr(T;>1;|H;) <p|H;}

(6.18)
=Pr{1-F () <p|H;} =p,
and therefore the rejection region given by (6.17) is equivalent to rejecting the
hypothesis when &;(1;) <a/K for observed #;. In equation (6.18) we used the fact that
the distribution function F(T}) of T; follows a uniform distribution.

Unless the rejection regions R; are mutually exclusive, the procedure according to
Bonferroni’s inequality is obviously conservative and should be inefficient when K is
moderately large. Further, while the minimal p-value is naturally compared with o/K,
the next one seems not necessarily to be compared with a/K. From these view points,
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several improvements have been made to Bonferroni’s procedure. Among them,
Holm (1979) and Schaffer (1986) are particularly important.

(2) Holm’s procedure. Let the ordered p-values be denoted by &(j) <+ < ¢ (k) and
the corresponding hypotheses by H(j), ..., Hik). Then we have Theorem 6.1 by
Holm (1979).

Theorem 6.1. Holm’s theorem. Let j* be the minimal j that satisfies
a(jy>a/(K—j+1). Then, due to the multiple comparison procedure rejecting
Hyy,..., Hj_1) and accepting Hj-, ..., H), the probability of rejecting at least
one true hypothesis wrongly is less than or equal to a.

Proof. Let the set of true hypotheses be denoted by J(C (1, ..., K)) and the number of
elements included in J be m. Then it is sufficient to prove that the probability of
accepting all the hypotheses H;), j € J is larger than or equal to 1-a. We have the
following inequalities:

A a y. L0 3.
Pr(aj>—, ]EJ|ﬂj€]HJ->=1—Pr(aj_—, ]6J|ﬁj€JHj)
m m
. a
= 1= Pr{UiesHy (i< %) INyesH; }

. a
21-2 e, Pr(ajﬂ ;WeJHj)
21-mx(a/m)=1-a

That is, it is verified that for all true hypotheses H; the probability Pr(&;>a/m)
is larger than or equal to 1-a. However, since the number of elements included in
J is m, the event

a
aj<—, el

m
implies that at least m largest p-values — namely &k, ..., &(x—m+1) — are larger than
a/m. Therefore we have

a
K- (K-m+1)+1

&(K—m+l)>a/m=

and the test procedures should have stopped at K—m+ 1 or before. This implies that
for any j satisfying a;>a/m, the hypothesis H; should be accepted.

It is obvious that Holm’s procedure improves the naive Bonferroni procedure. When
there is an inclusive relationship among the subsets of (Hy, ..., Hx), Holm’s procedure
is further improved by Schaffer (1986).
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6.4.4 Closed test procedure

While the procedures of the previous section can be applied widely without any par-
ticular structure among sub-hypotheses, we can construct multiple comparison proce-
dures more efficiently for some given structures of sub-hypotheses as mentioned in
Section 6.4.2. Then there is a case that we can test sub-hypotheses in an appropriate
order without adjusting the significance level. The procedure is given by Theorem 6.2
of Marcus et al. (1976).

Theorem 6.2. Marcus et al.’s theorem (1976). In the set of sub-hypotheses, let us
assign a test @ with significance level a to every intersection of sub-hypotheses. Then
a multiple comparison procedure of the significance level « is constructed by testing
the null hypothesis Hy if and only if all the null hypotheses included in Hj have been
rejected. That is, the probability of rejecting at least one true hypothesis by this pro-
cedure is less than or equal to a.

Proof. Define the events A and B as follows:
A — any true hypothesis wy is rejected;

B — the intersection w, of all the true hypotheses is rejected by ¢-.

For w; to be rejected, all the null hypotheses included in g have to be rejected by the
assumption of the theorem and therefore A implies B. That is, AN B=A holds. How-
ever, since the intersection @, is one of the true hypotheses and the significance level
of ¢, is a we have

P(A)=P(ANB)=P(B)P(A|B)<ax1=aq,
where P(A) denotes the probability of event A.

An application of a closed test procedure has been given in Section 5.3.2 (2) and
will be given also in Section 6.5.3 (1) (g) to define the dose-response pattern. A closed
Tukey test procedure and step-down Dunnett procedure are described by Hochberg
and Tamhane (1987) and Bretz et al. (2011), as examples.

6.5 Directional Tests

6.5.1 Introduction

The shape hypothesis, like the monotone hypothesis, is inevitable in the dose—
response analysis where a rigid parametric model is usually difficult to assume.
It appears also in comparing treatments based on ordered categorical data
(Section 5.2.3). The omnibus F-test is obviously inappropriate against these restricted
alternatives. Then, the isotonic regression is the most well-known approach to the
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monotone hypothesis in the normal one-way layout model (Barlow et al., 1972;
Robertson et al., 1988). It was, however, introduced rather intuitively by Bartholo-
mew (1959a,b), and has no obvious optimality for the restricted parameter space like
this monotone hypothesis. Further, the restricted maximum likelihood approach
employed in the isotonic regression is too complicated to extend to the non-normal
distributions, including the discrete distributions, to the analysis of interaction effects,
and also to other shape constraints such as convexity and sigmoidicity. Therefore, in
the book of BANOVA (Miller, 1998), a choice of Abelson and Tukey’s (1963) max-
imin linear contrast test is recommended for the monotone hypothesis, to escape from
the complicated calculations of the isotonic regression. However, such a 1 df contrast
test cannot keep high power against the wide range of monotone hypotheses, even by
careful choice of contrasts. Actually, it is stated in Robertson et al. (1988) that if no
prior information is available concerning the location of the true mean vector, and if
the likelihood ratio test is viable, then such a contrast test cannot be recommended.
Instead, we propose a more robust approach against the wide range of monotone
hypotheses, which can be extended in a systematic way to various interesting pro-
blems such as convexity and sigmoidicity hypotheses, and also to the order-restricted
inference in interaction effects. It starts from a complete class lemma for the tests
against the general restricted alternative in Hirotsu (1982). It suggests the use of accu-
mulated statistics as the basic statistics in case of the monotone hypothesis. Two
promising statistics derived from the basic cumulative statistics and belonging to
the complete class are the maximal contrast statistic (max acc. ¢1) and the cumulative
chi-squared statistic y*2. Although y** does not belong to the complete class in the
strict sense, it has been verified to have high power widely against the two-sided order
restricted hypotheses. It is very robust and nicely characterized as a directional good-
ness-of-fit test statistic (Hirotsu, 1986). In contrast, max acc. 1 strictly belongs to the
complete class and is characterized also as an efficient score test for the step change-
point hypothesis as shown in Section 6.5.3 (1) (b). The basic statistics are very simple
compared with the restricted MLE, and have a very nice Markov property for prob-
ability calculation (Hirotsu, 2013; Hirotsu et al., 1992, 1997, 2016). It leads to a very
elegant and exact algorithm for probability calculation not only for the normal distri-
bution, but also for the general univariate exponential family including the Poisson
and binomial distributions. As shown in Section 6.5.3 (1) (e) and (f), max acc. 71
is essential for forming the simultaneous confidence intervals of the monotone
contrasts satisfying the inevitable properties of the uniqueness and positivity of the
linear combination (see Hirotsu and Srivastava, 2000; Hirotsu et al., 2011). Hirotsu
(1997) and Hirotsu and Marumo (2002) proved a close relationship between the mon-
otone hypothesis and the step change-point hypothesis, unifying those two topics
developed independently in the two different streams of statistics. Let us consider
a set of all the monotone contrasts, which defines a convex polyhedral cone. Then,
very interestingly, every corner vector of the polyhedral cone represents a step
change-point contrast, suggesting a close relationship between the monotone hypoth-
esis and the step change-point model. Actually, every step change-point contrast is a
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special case of the monotone contrast and every monotone contrast can be expressed
by a unique and positive linear combination of step change-point contrasts (see Exam-
ple 6.5). This leads to a very interesting approach to defining the dose-response pat-
tern without assuming any parametric model (see Section 6.5.3 (1) (g)).

This unification is also practically important, since in monitoring the spontaneous
reporting of the adverse events of a drug, for example, it is interesting to detect a
change-point as well as the general increasing tendency of the reportings as shown
in Example 8.1 of Section 8.1. This unification approach extends also to the convexity
and slope change-point models, and the sigmoid and inflection point models. These
basics are the doubly and triply accumulated statistics, respectively. The accumulated
statistics have so simple a structure that many of the procedures for a one-way layout
model can be extended in a systematic way to two- and three-way data in Chapters 10,
11, 13, and 14. In particular, this leads to the two-way accumulated statistics in
Section 11.5. Further, the power of the proposed method has been evaluated repeat-
edly and proved to be excellent compared with the isotonic regression and some other
maximal contrast type test statistics. Thus, this unification is truly unifying in the
sense that:

(1) it unifies the approaches to shape and change-point hypotheses, which have been
developed independently in the two different streams of statistics;

(2) monotone, convex, and sigmoid hypotheses are approached in a systematic way,
corresponding to step, slope, and inflection change-point models, respectively;

(3) a general univariate exponential family is approached in a systematic way, not
restricted to the normal distribution;

(4) two-way data are approached in a systematic way, not restricted to one-way data.

The theory and application of singly, doubly, triply, and two-way accumulated sta-
tistics are the original work of this book.

6.5.2 General theory for unifying approach to shape and
change-point hypotheses

Let A be a class of tests for testing the alternative hypothesis K on g and P,,(u) the
power function of test ¢. Then, A is an essentially complete class of tests if there
always exists some ¢, € A such that P, (u) <P, (u), p €K, for any ¢ ¢£A. If strict
inequality holds for at least one g € K, then A is called a complete class. We first give
an essentially complete class for testing the multivariate one-sided alternative in
normal means.

Lemma 6.1. Complete class lemma for a normal model (Takeuchi, 1979). Let
y=01, - ya)' be a sample from a multivariate normal distribution N(u, £ ), with
£2 a known non-singular covariance matrix. The prime on the matrix (vector) denotes
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a transpose of the matrix (vector). Then, an essentially complete class of tests for Hy :
=0 against a multivariate one-sided alternative K : p >0 with at least one inequality
strong is given by all the test functions that are increasing in every element of 2~y
and with convex acceptance region, where the inequality for a vector implies the ine-
quality for every element of the vector.

Proof. Let f(y, u ) be a probability density function of y and G(u) a prior distribution
defined for g >0. Then the class of Bayes test

R: [1701) .0) 1) >

corresponding to all possible a priori distribution G(u) forms an essentially complete
class (Wald, 1950). For the normal density we have

R: fexp(—Z'lﬂ’Q'lﬂ) xexp(W'R7'y)dG(p) > c.

Since this is a weighted mean of the convex function exp (ﬂ’ .Q‘ly), the acceptance
region should be a convex region of y (Birnbaum, 1955). Let y; and y, be two points
in the sample space satisfying 2~ 'y, > 2"y, then the inequality ' 2 (y, -y,) 20
holds for any g € K. This implies

[{f(yl,m /f(71.0)}dG (w) > [{f(yz,m /(92.0)}dG w).

That is, if y, € R then y, € R. In other words, the essentially complete class is given by
all the tests that are increasing in every element of £~ 'y and with a convex acceptance
region.

Corollary to Lemma 6.1 (Hirotsu, 1982). Suppose an observation vector y is
distributed as an a-variate normal distribution with mean vector g and known covar-
iance matrix 2. Then an essentially complete class of tests for testing the null
hypothesis

K() IA,ﬂ =0
against a restricted alternative
K :A'u>0

with A’ a p x a full rank matrix is formed by all the tests that are increasing in every
element of

(A'A) AR y-Eo(y|a*'y)}

and with convex acceptance region, where E (y |A*'y) denotes the conditional expec-

tation of y given the sufficient statistics A*y under the null hypothesis K.
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Proof. Let [A | A*] denote any non-degenerate (full rank) linear transformation of y
satisfying A*'2A4 =0. Then A™'y is a set of sufficient statistics under K, and independ-
ent of A’y. Therefore, a similar test should be formed based on A’y which is distributed
as N(A'u, A’ QA). An essentially complete class is then formed by all the tests that are
increasing in every element of (A’2A) ™' A’y and with convex acceptance region. Fur-
ther, let us introduce an a X (a—p) matrix B that satisfies A’'B=0and A*'B =I,,. This is
easily justified, since B and A" form the same linear subspace orthogonal to the
column space of A. Then we have a relation A” = (B'Q2"'B) “'po-t. By inverting
both sides of

A" P AYQA* 0
QA7 |A]=
A 0 A'QA
and using the expression
B/

s EA]_1=

we get (A'QA) 'Aly=(A'A)'A'(I-A*B)Q 'y=(A'A)"'A'Q"! (y—BA*'y). On
one hand, we have under the null hypothesis

(A'A)"'A'(I-A"B)

! —A*/_ 1 A*/ !
Eo(y|A*y) = Ey y A"y
LA’ Al
"A*/‘ -1 A*/y /
= =BA*y
LA’ 0

and this completes the proof. By a similar argument we have the conditional

variance
A*l -1 A*/ -1
Vo(y|A™y) = Vo{ y| A*’y} [A* : A}
A/
A"17'10 o 9t
= {A* :A}
A’ 0 A'QA

=Q-B(BQ'B)"'B

* * —1 4\~ 4%
=Q-QA"(A"Q7'AT) AT Q. (6.19)
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Lemma 6.2. Complete class lemma for a general case (Hirotsu, 1982). More gen-
erally, suppose an a-dimensional observation vectory is distributed following the like-
lihood function L(y, ) and consider testing the null hypothesis K, : A’0 =0 against a
restricted alternative K| :A'60 >0 with A’ a pxa full rank matrix. Then, a complete
class of tests is formed by all those tests that are increasing in every element of

(A’A)"'A’v(6,) and with convex acceptance region, where 1/(fy) is an efficient score
vector evaluated at MLE @)0 under K.

Proof. Let 0 be the MLE of 6 following asymptotically a multivariate normal
distribution. Then, by virtue of the Corollary to Lemma 6.1, the essentially complete
class is given by all the tests that are increasing in every element of

(A’FalA)_lA’éz(A’A)_lA’I’O{é —E0(9|A*’9)} and with convex acceptance
region, where Iy is Fisher’s information matrix under K, However,

ry {9 -Ey (9|A*/@))} is asymptotically equivalent to the efficient score vector

1/(90) evaluated at the MLE 6, under K. Therefore, the essentially complete class
of tests is formed by all the tests that are increasing in every element of

(A'A)"'Ay (éo> and with a convex acceptance region. It should be noted that the

asymptotic null distribution of v (é’o) is normal with mean zero and covariance matrix
I'y-TI'yB(B'T’ OB)_IB’F 0, by virtue of (6.19). Usually, I'y is consistently estimated
by the value of minus the second derivation of the log likelihood function
evaluated at 90.

In Lemma 6.2 the vector v (90> is essentially the observation vector y for the inde-

pendent univariate exponential family

L(y, 0) = Hka(ek)b(yk)exp(é'kyk), (620)
since it is equal to y—E (y| @), where E (y | 6y) is the expectation of y evaluated at the
MLE 90 under K, and therefore a function of the sufficient statistics under the null
model. Those sufficient statistics are the constants in developing a similar test. The
distribution (6.20) includes the normal, binomial, Poisson distributions and also a
contingency table. We therefore call (A’A)_IA’y a key vector generally for testing
the restricted alternative A'@> 0. Next, we give Lemma 6.3 for the interpretation of
the coefficient matrix (A’A)'A’.

For contingency tables with ordered categories Cohen and Sackrowitz (1991) give
the class of all tests that are simultaneously exact, unbiased and admissible.

Lemma 6.3. Corner vectors of the restricted alternative hypothesis. Every col-

umn of the coefficient matrix A(A'A)_1 represents a corner vector of the polyhedral
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cone defined by the restricted alternative A’ > 0. In other words, all the @ that satisfy

A'6 >0 can be expressed as a positive linear combination of the columns of A (A’A)~ !
except for the constant term orthogonal to A.

Proof. We consider any @ that satisfies
A'0>0. (6.21)
Since there are additional degrees of freedom in €, we impose a restriction
B'0=0 (6.22)

by a non-singular matrix B satisfying A’B = 0 without violating the inequality A’ > 0.
We can assume the matrix [A | B] to be non-singular. Then, all the @ that satisfy (6.21)
and (6.22) can be expressed as such @ satisfying

alt

with some & >0. Then, for all those @ we have

B/
A/

0= {A(A’A)“A’ +B(B’B)_IB’}0=A(A’A)_1h

since A(A'A)"'A’+ B(B'B) "' B is an identity matrix as the sum of projection matri-
ces orthogonal to each other and of full rank. Thus, all those € can be expressed by a

positive linear combination of the columns of A(A’A)_l. Now, excluding the condi-
tion (6.22) we have an expression for @ satisfying (6.21):

0=By+AA'A)"'h, h>0

with 7 an arbitrary vector of coefficients, which completes the proof.

Lemma 6.3 implies that the matrix A(A’A)_l is more directly concerned with the
restricted alternative A’6 >0 than the defining matrix A’ itself. Thus, the key vector
(A/A)_IA’ y is interpreted as a projection of the observation vector y onto the corner
vector of the cone. For a given model and given A, the key vector can sometimes be
very simple and give reasonable test statistics.

Example 6.5. Monotone and step change-point hypotheses in the exponential
family (6.20). The simple ordered alternative (monotone hypothesis) in the natural
parameter 6,

Hyon: 0126, <--- <0, with atleast one inequality strong,

can be rewritten in matrix form as
Hyon: D;B >0 (6.23)
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by the first-order differential matrix
-1 1 0 0--00 0 07

0 -1 10--00 00
D = 0o 0 -11--00 0 O . (6.24)

0 0 0 0--00-11]

(a-1)xa
In this case we have an explicit form of the corner vectors as

—(a-1) 1

—(a-2) =(a=2) 2 - 2

(p.p,)”'D, =é ' : (6.25)

/
-1 -1 =1 (a=D) ] iyxa

Usually, the first-order differential matrix D/, is considered essential for defining the

monotone hypothesis H,,,, (6.23), but actually the rows of (D;Da) N lD’a are the corner
vectors of the convex polyhedral cone defined by H,,,,, and more closely related to
H .., in the sense that every vector belonging to H,,,, can be expressed by a unique
and positive linear combination of these rows. Also, from equation (6.25) a close rela-
tionship between the monotone and step change-point hypotheses is suggested. That
is, every element of the step change-point hypothesis represents the corner vector of
the polyhedral cone defined by H,,o, (6.23). Actually, every step change-point con-
trast is a particular monotone contrast and acts as the base of all the monotone con-
trasts. Finally, the key vector is explicitly given by

(Ya/a)=Y)
2(Y,/a)-Y;

(D,p.)"'D,y =

(@=1)(Ya/a)=Yo-i
suggesting the accumulated statistics

Ye=St i k=1,...a-1 (6.26)

as the basic statistics, since the general mean Y, /a is the sufficient statistic correspond-
ing to a general mean 6. under the null model. Then, max acc. ¢1 and the cumulative
chi-squared y** are developed based on the accumulated statistics in the following
sections.
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6.5.3 Monotone and step change-point hypotheses

(1) Maximal contrast method for testing and estimating the dose-response
pattern

(a) Max acc. #1. In a phase Il clinical trial, as one of the typical situations, it is simul-
taneously requested to prove a drug as truly effective by showing a monotone
dose response and also to obtain information (estimates) on the recommended
dose for ordinary clinical treatments (ICH E9). Then, multiple comparisons of
the dose—response patterns of interest are preferable to an overall testing of the null
hypothesis or a fitting of a particular parametric model (such as logistic regression).
Actually, the most popular practice in a clinical trial is to select the best-fit model
approach among the candidate models. For this purpose the maximal accumulated ¢-
test (max acc. t1) for the monotone hypothesis is introduced in this section and
compared with other maximal contrast tests for estimating the dose-response pat-
tern. The simultaneous lower bounds obtained by the inversion of max acc. ¢l
are shown to be useful for this purpose, and to have some advantage in giving
the lower confidence bound of the efficacy difference between the estimated optimal
dose and the base level.

Suppose the y;, i=1,...,a;j=1,...,n; are distributed independently as N(u;, 02)
and ¢~ is known. The density function is proportional to exp{u;(y:./o?)}, so that
in this case y of the previous section is a vector of y;. /6%, i=1,...,a. We therefore
replace y; by y;./6* to obtain Y; = Zf‘z i/o*, k=1,...,a—1, in (6.26). Then, after
standardization we have

1
TR T Y (P
={ (= Y;-Y), k=1,...a~1 6.27
w={ (5 5) 7} 0i-m) a ©27)

as the basic statistics, where for convenience we newly define

Yk:y1<+'~'+yk<9 Yk:yk/Nkst=n1+~--+nk,

7k
Y/j:yk+l»+"'+ya<a Yk:YIj/Nlj’ N;g =Ngy1+---+ng,.

The max acc. 1 defined by max (¢y,..., f,_;) is the maximal standardized statistic
of (6.27). Equation (6.27) is interpreted as the standardized difference between the
averaged responses up to k and from k+1 to the end, k=1,...,a—1, and max acc.
t1 is the maximum of them.

(b) Max acc. #1 as an efficient score test of the step change-point hypothesis. The
kth component (6.27) of max acc. ¢1 is nothing but a standardized efficient score for
testing the kth step change-point hypothesis, which is defined as
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Mk- y,-jz,u+e,-j, i:l,....,k,jzl,...,'n,-,
yi=u+A+e; i=k+1,..,a,j=1,..., n.

Now, assuming the independent normal model, we have the log likelihood function
for the kth step change-point hypothesis as

{ Zi‘;l ZJ"[;I()’U_”)Z"' D icke ;’;1()’1‘1'_#—4)2}
(20%) '

log L=const.—
Then it is easy to verify that the efficient score with respect to A evaluated at the null

hypothesis is
dlog L 11 R
A la=o, u=y..={<m+]\,;>"2} (Yi-Yy).

Thus, max acc. t1 is appropriate also for testing the step change-point hypothesis
My, k=1, ..., a—1 with unknown k.

(c) Markov property. Since the component #, is essentially the cumulative sum of
independent variables y; up to k, the first-order Markov property is obtained for the
sequence of #;, which leads to a very elegant and efficient algorithm for probability
calculation. However, we need Lemma 6.5 for an exact proof of the Markov property,
since the 7, are standardized by the sufficient statics under the null model. As a prep-
aration, we give Lemma 6.4 on the conditional distribution of a multivariate normal
distribution.

Lemma 6.4. Formula for the conditional distribution of a multivariate normal
distribution. Let z= (z’l,z’z)/ be distributed as a multivariate normal distribution

A B
B D

1
12

partitioned according to the partition of z. Then, the conditional distribution
f(z1|22) of z; given z, is normal, N{p, +K(z2—p,),A™"'}, where K=-A""'B.

N

i

, where the mean vector g and the covariance matrix £2 are

Proof. By the form of the density function of the multivariate normal distribution, it is
obvious that the conditional distribution is also normal. We therefore need only to
calculate the conditional mean and variance. We have a formula for the inverse of
a partitioned matrix:

A"'+A"'B(D-B'A"'B)"'B'A”' -A"'B(D-BA™'B)”

-(D-B'A™'B)'BA™! (D-B'A™'B)”



138 ADVANCED ANALYSIS OF VARIANCE

Then, for K = —A~'B, we have Cov (z1 —Kz,22) =0 and therefore z; —Kz; and z, are
mutually independent. This implies

E(zi ~Kz | 22) = E(21 —Kz2) =p —Kppy,
V(zi —Kz> | 22) = V(21 —Kz») =A"",

which completes the proof.

Lemma 6.5. Equivalence theorem of Markov property (Hirotsu et al., 1992).
Ifz=1(z,.. .,za)' is distributed as a multivariate normal distribution with a non-singular
covariance matrix and with no two elements mutually independent, then the following
three statements are equivalent.

1. The Markov property

FGienzlzets - wz) =f (2 alzer), I<n
holds for the conditional densities of z;.

2. The inverse of the covariance matrix of z is a tri-diagonal matrix with no
(i, i = 1)th element equal to zero.

3. The correlation matrix of z has the structure Cor (zi, zj) =v,;/ Yjs i<].

Proof

2.=1. Following the notation of Lemma 6.4, if 2! is a tri-diagonal matrix then all
the elements of B are 0 except an element at the extreme left and lowest. Then, for any
partition the conditional distribution f(z; |zz) depends only on the first element of z,
by virtue of Lemma 6.4.

1.=2. Letz; =21,22=(22, ..., Z4)» then A is a scalar and B is an (a— 1)-dimensional
row vector. For the conditional distribution f(z; |z2) to be dependent only on z,
it is necessary and sufficient that the first element of B is non-zero and all other
elements are zero. Then obviously A™'Bz, is a function of only z,. Next consider

the partition z; =(z1,22 )/, 22="(z3 .-+ za)/ and the corresponding partitioned covari-
ance matrix. Then A is a 2 x 2 matrix and B a 2 x (a—2) matrix with first row 0. Then
we have
A 12bl
A_1312= ” 3]12
A”b,

where A7 is the (i, j)th element of A~! and b/2 is the second row of B. Since A*? is
non-zero, it is necessary and sufficient that the first element of b is non-zero and
all other elements are zero for A ! Bz, to be a function of only z3. Continuing the same
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argument, it is proved that 27! should be a tri-diagonal matrix with all (i, i+ 1) ele-
ments non-zero.

2.=3. This proof is purely a problem of linear algebra. Define two matrices
L ni/ra rifrs o ni/n]

7’1/72 1 7’2/73 7’2/711

Ly, .ny,)= |11/ 12lrs 1 s/ |
LY /Y Y2/ V0 V3 V0 o 1
"1 d 0 0 0 7
d 1 d 0 0
0 dy 1 dy - 0
0 0 d; 1 0
H(dy, ... d,) = :
0 - .- 0 1 d,.» O
0 - - 0 - dpyr 1 d
KO 0 -« 0 dyy 1 |

where L and H are non-singular matrices with y; #0, d; # 0 for all i. To show 2.=3. it

is sufficient to show that H~' takes the form of L. Now, the co-factors of H are
expressed as

Hi=|H(dy, ...,di-) | x |H(djs1, ..., dy-i)|
H* = (=1 H(dy, ..., dio)| X dj- - -diy X |H (di 1y oo dyet) ] K2+ 1,

where |[H(dj, ..., di)] is the determinant of H(d, ..., d). Since they are all non-zero,
by the assumption we have
Hi H*
Hi ~ Hk

(~1)d-d-y

Didy, ... di 2), l<i<j<k<n-1,

D(dy, ..., d;->)

and this implies that H~! is in the form of L.
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3.=2. Let |L(yy,...,ve)|=det[L(yy, ..., 7;)]. Then the co-factors of L are
expressed as

L//: ’L(]/], vy yj—l ,yj+] 9'“’yn)

(7/,2— r}_l)(y}+z—7}+1)

Viljs1 Vien

bl

Lff+':—|L(y1,...,yj_1)| ><|L(yj+2,...,yn)|x ,
L*=0, k>j+1,

and this implies that L™ is a tri-diagonal matrix.

To show the Markov property of the components ¢=(f1, ..., f,_;)’ of max acc. 11 we
may show either 2. or 3. Then it is most easy to show that the variance—covariance
matrix of ¢ is

VA1 A2 1 M/ds oo A2 A

1 VS N2 e NS e |
Vi) = | VAl i/l 1 V23 /a1 (6.28)

VA ot N2 fhaot 23 Azt 1

where A =N /N and it is exactly in the form 3. of Lemma 6.5.

(d) Algorithm for calculating p-value. For the algorithm in the normal distribution

we  define the conditional joint  probability of  (¢1,..., t):

Fk(l‘k ,l‘o‘(’) =Pr(t1 <fto,y...,.lx < t0|lk,6), k=1, ...,a—1. Then we have
Fiv1(tesr,tolo) =Pr(t <to, ...t <to,lx+1 <fo|tx+1,0)

=j Pr(tl <10y ..ol <to,li+1 <l0|[k,lk+1,6) Xﬁ([kltk+1)dlk (6.29)
173

Fi(t, tolo) x fi(telt deif tr 41 <t
fu i (tres 10]0) X fie (et 1) At if 1 <19 (6.30)

0, otherwise,

where fi (|tx+1) is the conditional distribution of #, given #; . This is easily obtained

as the normal density N{ VA ket teets (Aee1=4) [ Aes 1} under the null hypothesis

by virtue of Lemma 6.4. For the non-null distribution the expectations of #, and #;
should be taken into consideration appropriately. Equation (6.29) is due to the law
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of total probability and (6.30) to the Markov property of the sequence #;,k=1,...,a—1.
The p-value is obtained at the final step as

p=1=F,(t.10]0), (6.31)

where 1, is the observed maximum value. To run the formula (6.30) up to k=a,
we need to define #,=— oo so that the inequality 7, <fy holds always, where the
conditional density f,-1(#,-1]#,) is the unconditional density of the standard normal
distribution.

When ¢ is unknown and replaced by 6 in formula (6.31), the expectation
with respect to 6/c is required to obtain the p-value. Its distribution is a constant
times the chi-distribution with df f of 6 and there is no difficulty in executing the
calculation.

We denote the rejection region of max acc. 1 by

R:max(ty,..., t,—1) > T,(n, f),

where T,(n, f) is an upper a point of the null distribution of max acc. f1 with
n=(ny, ...,n,) and f the degrees of freedom of 6.

Generally, the multiple integrations are computationally very hard even for a
moderate a, but the recursion formula (6.30) converts the multiple integrations to
repetitions of the single integration and works very efficiently for any number of
levels. The FORTRAN program for p-value is given by Hirotsu et al. (1997). It
can also be used to calculate the percentiles. For the balanced case, T,(n, f) is
obtained from 7,(a, f) in Table A of the Appendix, where the tabulation is indexed
by a and f.

(e) Characterization of max acc. 1. The max acc. t1 is characterized by the
following.

1. It comes out directly from a complete class lemma for the test of the monotone
hypothesis H,o, (Hirotsu, 1982).

2. The components of max acc. t1 are essentially the projections of the observation
vector y= (1, --- yu_)' onto the corer vectors of the convex polyhedral cone
defined by H,,,, and consequently all the monotone contrasts can be expressed
by aunique and positive linear combination of those components (Hirotsu and Mar-
umo, 2002). For this reason we may call oy, k=1,...,a—1, the basic contrasts.

3. Accordingly, the simultaneous confidence intervals based on the basic contrasts
of max acc. t1 can be extended uniquely to all the monotone contrasts, whose
significance can therefore be evaluated (Hirotsu and Srivastava, 2000).

4. An exact and very efficient algorithm for calculating the distribution function is
available for any a due to the Markov property of the successive components of
max acc. t1.
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5. It has been shown on several occasions that max acc. ¢1 keeps high power
against a wide range of ordered alternative hypotheses H,,,, compared with
other well-known tests such as 7> of Bartholomew (1959a,b) and Williams
(1971) (see Hirotsu et al., 1992).

6. max acc. 1 is also an efficient score for testing the step change-point hypothesis
and therefore gives a unifying approach to the shape and change-point
hypotheses.

In spite of these attractive features, there have been several attempts to add some
monotone contrasts to the a—1 basic contrasts of max acc. ¢1, intending to detect
some response patterns more efficiently. However, if we add another monotone con-
trast to the basic contrasts, the uniqueness is lost and if we replace some of the basic
contrasts by other contrasts, then the positivity will be lost in 2. and 3. It is even
remarkable that adding a linear trend contrast to the basic contrasts cannot improve
the power at all for detecting the linear trend (see Section 6.5.3 (1) (h) and Hirotsu
et al. (2011) for more details). Also, by these changes of the basic contrasts the Mar-
kov property fails and the recursion formula of 4. for an efficient calculation is no
longer available.

(f) Simultaneous lower bounds (SLB) for the isotonic contrasts. Now, considering
the natural ordering, the monotone patterns of interest are given generally by

Hr= SR <P S S <SPS Hgs (6.32)
whose size is defined by

nj,uj""'""na,ua_nl/’tl""”
*
Ny Ni

+nil; ..
(i, j) = "l J<i<js<a, (6.33)
representing the difference between the highest and lowest dose levels under the
model (6.32). If the estimated response pattern is (6.32), the optimum level should
be j in considering that the lower level is safer with a good cost performance. We rep-
resent a strictly monotone pattern by a linear regression model

u(linear) : y, = fo + p k.
In this case the difference between the highest and lowest dose levels corresponding to
(6.33) is given by

Apu(linear) = (a—1)p,

since f#; represents the difference between the subsequent dose levels. If this pat-
tern is suggested, then the optimum level should be a. It should be noted here
that every monotone contrast — including the linear regression type — can be
expressed by a unique and positive linear combination of the basic contrasts
ulk,k+1),k=1,...,a—1.
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Now, the simultaneous lower confidence bounds SLB(k,k + 1) of the basic con-
trasts p(k, k+1) can be obtained directly by the inversion of max acc. 71 as

SLB(k,k+1)= (Y,’;—Yk)—f;(i i

1/2
T,(n, N-a). 6.34
StNE) TmN-a. 63

Then they are uniquely extended to the general monotone contrasts of interest, (6.33)
and Au(linear) by a positive linear combination such as

*

N N;
SLB(i,j+1)= 1 /SLB(j.j+ 1)+ - SLB(i.i+1).is]. (6.35)

SLB(linear)=(a—1)% lel{NZZf:ll(k—i)ni+N/<Zf-’=k+1(i—k)ni}]_]

11\
XZZ:{(MJ’N;) SLB(k,k+l)}.

The proof of formula (6.36) is a little complicated, but given in Hirotsu et al. (2011).
Further, by the monotone assumption in g, the bound SLB(i, j) is improved as

(6.36)

u(i, j)2max,.,_ . SLB(I, m). (6.37)

isl<msj

Again it should be stressed that it is only max acc. ¢1 that can give such a unique and
positive extension of the SLB of the basic contrasts to all the monotone contrasts.
Then, an interesting method is to choose a pattern which gives the highest lower con-
fidence bound among the monotone contrasts (6.34)~(6.37).

(g) Method for estimating the dose-response pattern based on max acc. £1. This
idea of estimating the dose—response pattern can be combined with the classical closed
test procedure, which is a decision-theoretic approach. We apply max acc. t1 down-
ward until it becomes non-significant for the first time. Suppose it stops after exactly k
rejections, which we call k-stopping. If k=0, we accept the null hypothesis. The sug-
gested model with k-stopping is i =+ =p,_t <Pa_j+1 < - < H,. Then we proceed to
compare the lower confidence bounds SLB(a—k,a—k+1),...,SLB(a—k,a), corre-
sponding to (6.33) withi=a—k andj=a—k+ 1, ..., a and choose the one which gives
the highest lower confidence bound. For (a—1)-stopping we include SLB (linear) for
the candidate model u (linear). This procedure indeed satisfies the requirements to
confirm the existence of the dose response by a significance test, giving simultane-
ously the optimal dose level and the lower confidence bound of the difference between
the optimal and base levels.

Example 6.6. Study of red cell counts after dosage of a medicine. The study was a
balanced one-way layout with rats at four dose levels (10, 100, 1000, 10,000 ppm)
with repetition number five (Furukawa and Tango, 1993). For the data, Furukawa
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and Tango proved a significant decrease in red cell counts by linear regression anal-
ysis. Since the approach by max acc. 71 has been given here as a right one-sided test,
we subtract the original data from 10 as given in Table 6.7, with box plot as shown
in Fig. 6.1.

The SLB for the basic change-point contrasts are obtained by (6.34)
as SLB(1,2)=0.177, SLB(2,3)=0.131, SLB(3, 4)=0.002. They are extended to
SLB(i,j+1) by (6.35) and SLB(linear) by (6.36), as shown in Table 6.8 (1). The
improved lower bounds from formula (6.37) are shown in Table 6.8 (2), where
the trace of improvements is shown by =. These alterations suggest that the approach
of a rigid linear regression model might be inappropriate. Now, applying the
closed test downward by max acc. 71, we find it to be significant at all three

Table 6.7 Decrease in red cell counts (10 — original data).

Repetition
Dose 1 2 3 4 5
10 1.94 1.73 1.55 1.49 1.86
100 2.03 2.34 1.95 1.70 1.97
1000 2.34 2.29 2.12 1.95 2.20
10,000 2.00 2.11 2.21 2.09 2.60
3.0 -
X
2.5 -
= X
=]
g
Q
= 20 =
o [
o]
Q
=4 x
1.5 1 I
1.0 } } } ¢ {
10 100 1000 10000
ppm

Figure 6.1 Decrease in red cell counts.
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Table 6.8 Simultaneous lower bounds SLB (i, j+ 1) for p(i, j).
(1) Basic formula (6.34)

j+1
i 2 3 4
1 0.177 0.198 0.135
2 0.131 0.067
3 0.002

SLB (linear) =0.159

(2) Improvement by formula (6.37)

j+1
i 2 3 4
1 0.177 0.198 = 0.198
2 0.131 = 0.131
3 0.002

SLB (linear) =0.159

steps (3-stopping), since they are 4.242, 3.519, and 2.118 against the critical values
of 2.222,2.108, and 1.859 at one-sided a=0.05, respectively. Therefore, we compare
SLB(1, 2), SLB(1, 3), SLB(I, 4), and SLB(linear) to find SLB(1,3)=SLB(1,4)=
0.198 as the largest, suggesting a pattern y; <u, <3 =, as the best-fit model. This
coincides very well with a first-glance impression of the box plot in Fig. 6.1.

Example 6.7. Study of the half-life of NFLX after dosage (Hirotsu et al., 2011).
The study was originally a balanced one-way layout of five repetitions with rats,
comparing the half-life of antibiotic NFLX at five dose levels (5, 10, 25, 50, 200
mg/kg/day). The data of 25 and 200 (mg/kg/day) have been utilized in Example
5.1 to explain the two-sample problem. We noticed there that the largest data
point 2.14 of 25 (mg/kg/day) should be an outlier and it is excluded in
Table 6.9, thus giving an example of unbalanced data. The box plots are given
in Fig. 6.2.

The SLB for basic contrasts are obtained as SLB(1,2)=0.280, SLB(2,3)=
0.375, SLB(3,4)=0.292, SLB(4, 5) =0.372 and extended to other monotone con-
trasts SLB(i,j+ 1) as shown in Table 6.10. In this case there is no alteration with
formula (6.37), since all the SLB(i,j + 1) satisfy the monotone relationship. Applying
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Table 6.9 Half-life of NFLX (antibiotics).

Dosage (mg/kg/day) Half-life (hr)
5 1.17 112 1.07 098 1.04
10 1.00 121 124 1.14 134
25 1.55 163 149 153
50 .21 1.63 137 150 1.8l
200 1.78 193 1.80 207 1.70
2.5 1
2.0 1
L
hr 1.54 T
=T
1.0 1
0.5 f f f f f =
5 10 25 50 200
mg/kg/day

Figure 6.2 NFLX half-life data.

Table 6.10 SLB (i, j+ 1) for the isotonic contrasts.

j+1
i 2 3 4 5
1 0.280 0.378 0.393 0.517
2 0.375 0.389 0.514
3 0.292 0.417
4 0.372

SLB(linear) =0.529

max acc. t1 downward we stop after three rejections (3-stopping) to accept the hypoth-
esis H : py =p,( <ps3 < puy <ps). Then, we proceed to compare the SLB(2, 3), SLB(2,
4), and SLB(2, 5) to find SLB(2,5)=0.514 as the largest. Therefore, we select the
model | =pu, <pz < py < ps, which coincides very well again with the box plots in
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Fig. 6.2. It should be noted that the response pattern can be specified so far without
assuming any parametric model.

A computer program for calculating the SLB as well as the p-value of max acc. 1 is
given on the author’s website.

(h) Power comparisons. The detailed power comparisons of max acc. ¢1 with other
monotone tests have been made on several occasions. In Table 6.11 we show the
result of comparisons by Hirotsu et al. (1992), where the linear trend test (linear
score), maximin linear test of Abelson and Tukey (1963) (A-T score), restricted
likelihood ratio test of Bartholomew (1959a) (LR), contrast test of Williams
(1971), modified Williams by Marcus (1976), and max acc. ¢t1 are compared. The
underline shows the highest power among the competitors. Then max acc. ¢1, which
used to be called max ¢ at that time, shows excellent behavior. Only in the bottom
case of very late start-up of the dose-response curve is the modified Williams
slightly better.

Hirotsu et al. (2011) compared max acc. ¢1 with other maximal contrast tests
including Dunnett’s test (1964), the dose-response method of Maurer et al.
(1995) and Hsu and Berger (1999), the maximal standardized subsequent differ-
ence of means by Liu ef al. (2000), and the excellence of max acc. ¢t1 was shown
again. Further, the effects of adding a linear trend contrast to the basic change-
point contrasts of max acc. 1 were investigated by introducing the max acc.
t1 +#(linear trend contrast) method. Adding the linear trend contrast destroys
the beautiful Markov property of basic contrasts for the probability calculation,
so that a time-consuming calculation is made. The closed tests up- and downward
with a=0.05 one-sided were employed for each of max acc. ¢1 and max acc. t1+t,
followed by choosing the maximal standardized contrast method among the can-
didate models:

My :py = po = p3 <py,
My py = py <pz=py,
M3 2 py <po=p3=py,
My :py = poy <p3 <py,
Ms - py <py <pi3 = py,
Mo : py <py <p3 <piy.

(6.38)

The SLB method of the previous section cannot be applied to the max acc. #1+f
method since it doesn’t have such a beautiful structure as described in
Section 6.5.3 (1) (e) 3. It should be noted that in this case the pattern
My <o =z <y is purposely excluded from the candidate models (6.38), since usu-
ally the sigmoid pattern is considered to be more reasonable. The contrasts corre-
sponding to the models of (6.38) are u(3, 4) for M, u(2, 3) for M, u(1, 2) for M3,
1(2,4) for My, u(1, 3) for Ms, and u(1, 4) for Mg, respectively. However, in producing



Table 6.11 (1) Power comparisons by numerical integration.

U1 Mo U3 Mg max acc. tl Linear A— LR  Williams Modified
score T score Williams
14.0 11.7 11.8 13.7 13.5 13.0
./O/O/O 41.7 41.1 41.1 41.7 41.6 41.3
9.4 5.7 5.8 8.9 8.7 7.9
./)_Q/O 32.2 25.0 25.1 31.5 31.1 29.3
61.1 52.6 52.7 60.4 60.0 58.6
7.9 3.6 3.8 7.3 7.2 6.3
@ 28.4 16.8 17.6 27.1 26.9 24.8
58.3 42.1 43.7 57.0 56.8 54.6
//3\0 12.3 8.0 8.0 11.8 11.7 10.9
40.9 36.6 36.3 40.6 40.5 39.9
66.9 66.1 65.9 66.8 66.8 66.8
j 15.8 14.8 13.7 15.0 13.2 14.0
41.4 40.6 40.3 43.0 37.7 41.7
73.5 68.3 68.3 71.8 65.9 73.0
A 16.8 16.5 17.2 16.7 15.8 17.8
43.0 38.1 40.2 42.5 37.6 44.5
74.3 64.3 67.3 73.5 65.0 73.4
Table 6.11 (2) Power comparisons by simulation.
U1 Ho U3 Ug Us P U7 Mg max acc. t1 Linear A-T LR Williams Modified
score  score Williams
15.0 146 135 150 129 13.3
M 42.5 40.6 403 428 37.8 42.1
72.8 684 684 73.1 66.0 72.5
ﬁ 10.7 7.4 6.1 10.2 8.0 7.6
36.9 329 291 36.7 29.1 31.7
69.9 642 603 699 589 65.5
.fo—o‘o‘o‘o 7.5 2.7 23 6.6 5.0 4.5
31.8 185 15.1 305 213 22.3
68.4 540 472 67.8 525 59.1
._./O/O/o/o\o\o 15.2 144 132 151 129 13.4
42.7 40.6 403 430 378 42.2
72.5 68.2 682 727 657 72.3
M 15.1 146 144 153 12.6 13.8
422 352 394 428 365 44.0
73.9 60.0 664 743 64.6 75.5
o° 14.5 134 143 150 12.6 14.3
40.9 30.5 38.0 41.8 36.1 44.9
73.7 525 649 741 642 76.9
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Table 6.12 Probability of selecting acceptable models by max acc. 71 and max
acc. t1+1

Downward Upward
True Selection max max acc. max max acc.
pattern acc. r1 tl+4 acc. 1 tl+4
M, @ M, 85.1 85.1 62.9 61.9
© or ® (M, M4, Mg) 88.4 88.5 80.1 79.8
M, @ M, 67.8 67.7 67.8 67.7
@ or ® (M>, Ms) 71.2 71.1 72.0 72.0
M; ©® M, 63.3 63.1 86.0 86.0
® or ® (Ms) 63.3 63.1 86.0 86.0
n @ M, 9.2 9.4 27.0 27.0
© or ® (M, M4, Mg) 78.4 78.7 57.0 56.8
Ms ® Ms 27.9 27.9 9.7 9.9
© or ® (M», Ms) 52.1 52.5 20.6 20.8
Mg © M;g 10.1 9.9 10.1 10.0
® or ® (M, M4, Mg) 49.8 50.3 24.6 24.4

the data for simulation, we actually represent strict inequality by a linear trend, since
we need to specify definitely the model creating the data. Therefore, model Mg is actu-
ally a linear trend and max acc. t1+7 is expected to behave better for Mg. We show the
simulation result by 10° replications in Table 6.12. The correct choice of true model is
marked by © . Suppose the true model is M, for example, then M, and M, are accept-
able as well, since they suggest the correct optimal level four. Therefore, we mark by
© those models which are not correct but acceptable.

Now by Table 6.12 the two methods are similar on the whole and it is even remark-
able that adding a linear trend contrast to the basic change-point contrasts cannot con-
tribute at all to improving the probability of a correct decision when the true model is a
linear trend. The theoretical basis for this unexpected result is given in the original paper
by Hirotsu et al. (2011). Then, max acc. t1 should be preferred because of the properties
1.~6. in its characterization. Finally, regarding the up- or downward procedure, the latter
is generally recommended unless a rapid start of the dose-response curve like M; is
expected by prior information, where the upward procedure behaves better.

(2) Cumulative chi-squared statistic for a trend test
(a) Cumulative chi-squared y*. As an overall directional test like 72 of Bartholo-
mew (1959a,b), the cumulative chi-squared y** has been repeatedly shown to have

excellent power. y*? is defined as the sum of squares of the (a—1) standardized com-
ponents of max acc. t1 (6.27):

=2 (6.39)
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Therefore, it has an ellipsoidal acceptance region compared with the polygon of max
acc. t1. A sketch of the rejection regions of these test statistics is given in Hirotsu
(1979b). The cumulative chi-squared doesn’t belong to the complete class of tests
for the simple ordered alternative in the strict sense, but is very robust. As a positive
quadratic form of the normal variables, the null and non-null distributions of ;(*2 are
well approximated by a constant times y* distribution d)(? by adjusting the first two

cumulants. More definitely, under the null hypothesis the constants are obtained by
solving

ki =E(y?)=uw{V(t)} =a-1=df,
m:v«fﬂ=2u{v%n}=2{a—1+z<ﬁ4n~+l“P"+A“4)}=2J7

2 Aa-1

where V(f) and 4, have been given in (6.28). The approximation can be further

improved by adjusting the third cumulant k3 = 8tr { V(¢)}”. The improved upper per-
centile is given by

(1+4)dx(a).

A=m{ (;(}(a)>2—4(§+2);(]%(a)+4<g + 1) <§+2> }

5_@_1 : tr{V(#)} Xtr{ V3(t)} B
_2 2 - 2 2
K2 [r {V2(2)}]

In contrast, the upper tail probability is approximated by

Pr(y*?>x) :Pr(;(j% 2x/d) + L) pl (zx_d)f”“ (Zid)’

3(f+2)(f+4
& (s)=2=2(p+2)s+ (p+ 1) (p+2).p=£/2,
[
Tt O Fpay

(see Hirotsu, 1979a for details). When the variance 62 is unknown and replaced by 62,
the statistic F* = )(Zf: _,/(df) is approximately distributed as an F-distribution with

o

df (f,f> ), where ;((*;f:&z implies that o is replaced by 6% in (6.39) and f; is the df

of the unbiased variance estimator 2. In this case the upper percentile is well approxi-
mated by

(1+4)Fp(a), (6.40)

R B +h+2)
(F+2)(f+4) L+ /{f % Fr p(a)} i [L+h/{f % Fp p(@)}]7]

5
A=3g+ﬁq+®
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Table 6.13  Accuracy of approximation (6.40) at upper five percentile.

n Exact First approx. (4=0) Second approx. (6.40)
2 9.66 9.73 9.69
3 533 5.39 5.34
5 4.09 4.14 4.08

Similarly, the upper tail probability is approximated by

(+h)f
2

()

5 g
iy ()
3(f+2)(f+4)B<2f,2f2>
2+ +4) R+ +2)
x{(f+2)(f+4)— 1+£/(f) " {1+/(f)} }

The accuracy of the approximation (6.40) is practically sufficient, as shown in
Table 6.13.

Pr(F* 22)=Pr{F(f. )22} +

(b) Characterization of y**. The cumulative chi-squared 2*? is most well character-
ized as a directional goodness-of-fit test of the assumed model. Assuming a balanced
one-way layout with repetition number m and known ¢, the cumulative chi-squared
can be expressed as

27 =(m/a?) |1y %, 6.41)
where y ;). = (Frose-os ya,)’ is a column vector of the averages and
P’=D(D,D,)"'D,

with D a diagonal matrix for standardization so that the squared norm of each
row vector of P’ is unity. P;'P! coincides with V(#) of (6.28) with n; =m (balanced
case). Now, the y*? can be expanded in the series of independent chi-squared vari-
ables as

xP= (m/Uz)Zf :{m (Pmy ) }

where p;, is the ith eigenvector of P}’ P’ corresponding to the eigenvalue a/{i(i+1)}.
It is an a-dimensional column vector composed of

ik i\ [fi+k\[x\ [a-1 e .
pi,a—l(x)_Zkzo( 1) (k)( X ><k>< L >, =0,..., 1,
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and represents Chebyshev’s orthogonal polynomials of order i for a points. This
means that the cumulative chi-squared is expanded in the form

*2 a 2 a ) a )
X —{1X2)((1)+—2x31(2)+~--+m){(a_1)}» (6.42)

where ;(%1), ;(<22), ... are linear, quadratic, and so on chi-squared components each with
df 1 and mutually independent, see Hirotsu (1986) for details. This suggests that the
cumulative chi-squared is not only testing the monotone alternative but also an appro-
priate goodness-of-fit test statistic for a hypothesized model against a systematic
departure, mainly but not exclusively linear. It is interesting that the statistic (6.42)
has a quadratic component with weight one-third of the linear component, and the
coefficients are rapidly decreasing. As a byproduct, it is found that the asymptotic
value of fin the chi-squared approximation y*? ~ d)(% is

lim = (%/3-3) " = 3.45.
a— oo

This should be contrasted with df 1 of the #-test for a linear trend and the infinite
degrees of freedom of the F-test. The r-test corresponds to weight one for the first
component and zero for all others, and the F-test to equal weights of unity for all com-
ponents in the expansion (6.42). Thus, the cumulative chi-squared is known to be a
nicely restricted statistic for the monotone hypothesis, whereas the F-test is omnibus
and the t-test is too restricted. Finally, it should be stressed that ;(*2 is much easier to
handle and interpret compared with 7.

6.5.4 Convexity and slope change-point hypotheses

(1) General theory. The idea of Section 6.5.3 is further extended to the convexity
hypothesis, which is also an essential shape constraint as the monotone hypothesis
in the non-parametric dose-response analysis. Assume a one-way layout with repe-
tition number n; and consider the convexity hypothesis

Heon i p;=2p; 1+ 1,220, i=1, ... ,a—2 with at least one inequality strong.

This hypothesis can be rewritten in matrix form as
Heon: Ll p20 (6.43)
by a second-order differential matrix
1-2100--000
01 -210--000
L=|. . . .. ... (6.44)

00 0O0O0--121
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instead of the first-order differential matrix D!, (6.24) in the previous section, where p
is a column vector of x;’s. The null model L) u =0 is obviously equivalent to a linear
regression model Hy : u; =f, + f,i, i=1, ... ,a, and the sufficient statistics under the
null model are

Yo=y1.+ -4y, andT,=y; +2y; + --- +ay,.. (6.45)

In this case an explicit form of the key vector ¢= (L;La) - lL;y(,->, is also obtained,
where y ;). is a column vector of y;. but its expression looks very complicated. How-

ever, it can be shown that the rows of (L;L a) - lL;y( ). represent the slope change-point

contrasts and are essentially doubly accumulated statistics as follows. First, it is inter-
esting to note that every p satisfying (6.43) can be expressed as

p=(p+I)p=B(fy.f) + Lo (L) "'h, h>0, (6.46)
1111
where Sy and f; are arbitrary regression coefficients with B = 123 . In
e a

equation (6.46), ITz=B(B'B)"'B' and I, =L, (L,L,) 'L are projection matrices
with order 2 and a—2, and orthogonal to each other so that IIz +1II;, is an identity
matrix of order a. Then it can be shown that

L,(L,L) ™ = (B1.b2, ... .byo2),
by=(I-I3)(00---012---a-k-1), k=1, ...,a=2,

since we obviously have L/, (00---012---a=k-1)"=(0---010---0)" with unity as its
kth element. Then it is easy to show that B(f,, )’ + by4; is one expression of the
slope change-point model at time point k + 1:

Ho—H1 =" = M1 — M =P Mo —Hge1 = = Ha—Ha1 =P+ Ak
Therefore, the kth column of L, (L,L,) “Lin (6.46) represents a slope change-point
model at time point k+ 1, k=1, ... ,a—2, and orthogonal to the linear regression part
B(f, ). Thus, the rows of the key vector t= (L;La)_lL'ay(i>, represent the slope
change-point contrasts, in contrast to the step change-point contrasts of the previous

section. As an example, we give the case of a=35 below, where bold type denotes the
slope change-point:

4 4 2
4 -1 0
o
Ls(L'Ls) '=—| =2 -6 -2
5(5 5) 10
0 -1 -4
L 2 4 4 45x%x3




154 ADVANCED ANALYSIS OF VARIANCE

Since the components of the key vector are linear functions of y;)., we can develop a
similar probability theory to the previous section, noting the second-order Markov
property of the subsequent components in this case. However, this form is not very
convenient for dealing with discrete models, since the linear functions can be negative
and also take non-integer values. Therefore, a more convenient basic variable is
searched for in the following. We obviously have

Yy = (g, +HB)_Y(,~). =Lat+HB}’(,-)..

Since IT BY (). 1s a function of the sufficient statistics (6.45), we can base our test on s
satisfying y ;). =La$, s = (S,... ,Sa_z)/ instead of ¢ discarding Iy ;)., where we ignore
the last two rows of the equality. The difference between s and # is only a function of
the sufficient statistics (6.45). By accumulating both sides of the equation y ;). = Lgs,
we have

Y =y.+ ... +yk»=Sk_Sk—1, k=1, ...,a-2,

where S, is defined to be 0. Therefore we have
Si=S0 Yizkyr + (k=Dys + ... +yi, k=1,...,a=2, (6.47)

and call them the doubly accumulated statistics. This suggests that the method is a
natural extension of max acc. #1, which is based on the singly accumulated statistics.
This idea also makes it possible to develop a distribution theory for discrete models
beyond the normal model in later sections (see also Hirotsu, 2013; Hirotsu et al.,
2016). Now, going back to the normal model, we apply the Corollary to Lemma
6.1 to y;.~N(u, 2) for testing Heon (6.43), where yi.= (i, y,) and
1

Q=diag(c*/n;). Then, our basic standardized statistics s} = (s}, ..., s%_, )/ become

explicit in the form
s; =diag (mk_l/z) (L;.QLa)_lL;yf(i)A, k=1,...,a-2,

where
my=b, Q" {.Q—B(B’.Q—‘B) ‘13’}9—1bk

is the kth diagonal element of the variance of (L,2L,)" IL;)?@‘, namely (L,2L,)"",
which is also the conditional variance of (L;La)_lL;.Q_lj(i>, = (L,L,) _1L;y(,«)_ /o
Thus, s7, is the standardized version of S; with mean O and variance 1 under the null
model L/ p =0, which corresponds to #; of (6.27) in Section 6.5.3 (1). Then, two prom-
ising statistics are again the maximal contrast statistic max s; and the cumulative chi-
squared y 2 defined in (5) of this section. We call the former max acc. £2 in contrast to
max acc. t1, which is based on singly accumulated statistics Y;. It is naturally expected
to inherit many of the good properties of max acc. ¢1, which have been proved in various
situations.
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(2) Max acc. £2 for testing the convexity hypothesis. The doubly accumulated sta-
tistics of independent variables obviously possess the second-order Markov property.
After conditioning by the sufficient statistics, the component statistics s still have that
property. Now, the covariance matrix of sj is

diag (m; ") (L, @L,) " diag (m; ?). (6.48)

From the form of equation (6.44) and since £ is a diagonal matrix, it is obvious that
the covariance matrix is an inverse of a penta-diagonal matrix. Then, by similar argu-
ments to Lemma 6.5 that connect the tri-diagonal of an inverse of a covariance matrix
to the first-order Markov property, the second-order Markov property of the sequence
of 57, ...,s,_, follows immediately. Then we can give an exact and efficient recursion
formula for calculating the distribution function of max s just as for max acc. ¢1 in
Section 6.5.3 (1) (d). Define the conditional probability

* % * * * O
Fk+1(sk,sk+1, so\a) = Pr(s1 <80y - es S <0554 1 <S0|S%> Sy 10 0),

where s7_, and s}, are defined to be — oo, although their conditional variances are
zero, so that the inequalities related to them hold always. Then we have a recursion
formula

* * _ * * * * * _
Fk+2(sk+l’sk+2’ 50|5) = Pr(sl <805+ os 51 <80585% 42 <S0[Sk 4 155K 425 ‘7) =
* * * * * * * * | oK * *
j Pr (S} <8025, <0257 4 1 <0287 12 <0/ 87 4 15420 6) X (SE[E 1057 12) dsi
Sp
(6.49)

[ P st sole) <A sl st 2)47 8572 <30

(6.50)

0, otherwise.

Equation (6.49) is due to the law of total probability, and equation (6.50) is due to the
second-order Markov property. The conditional distribution f (sz S, 155% +2) is easily
obtained from the correlation structure (6.48) by applying Lemma 6.4. However, the
last two steps of the recursion formula need some caution, since s} is defined for
1<k<a-2,ands;_, and s} are the constants. We can deal with this simply by extend-
ing the correlation {7;;} among s;’s up to 1<i,j<a by defining 7;;=0 if i and/or j is
equal to a—1 or a. By this definition, f,_>(s}_,|s;_,.s}) is nothing but an uncondi-
tional distribution of s _,, for example. Thus we can have

p=1-F, (sZ_l, s s0|0)

for max s at the final step.
In the case of unknown o, we need to replace it by the usual estimate ¢ and take

expectations with respect to 6. This is equivalent to replacing so by +/x2/vsy in
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(6.50) and taking expectations with respect to y,, where y, is a chi-variable with df v.
Refer to Hirotsu and Marumo (2002) for more details.

(3) Max acc. #2 as an efficient score test of the slope change-point model. The kth
component of max acc. 2 is nothing but the efficient score for testing the slope
change-point model at i=k + 1, which is defined as

wi=po+pi i=1, .. k+1,
Mki
wi=po+pL i=k+2,...,a,
where Sy +f,(k+1)=p;+p;(k+1). Define A=p]~p,, then the model M, can be

rewritten as

pi=py+Ak+1)+ (Bi-A)i, i=1, .. k+]1,
wi=Po+pii i=k+2, ..., a.

Assuming the independent normal model, we have a log likelihood function

1 + n; £ £ . a n, % % o
logL:const.—m [Zf: 1l e {yi=Bo-Alk+1)- (B _A)’}z LD DIPY Pl (Yij‘ﬁo‘ﬁll)z] :

Then it is easy to verify that the efficient score with respect to A evaluated at the null
hypothesis is

dlogL 1 n; ok .
S lam0 = { IS (u BB (k1= ). (65D

The essential part of (6.51) is nothing but

Se=SK Nk 1=i)yi =kyy. + (k=1)yp + - + 3.

of (6.47). Therefore, max acc. 2 is appropriate also for testing the slope change-point
hypothesis M, at unknown k, k=1, ...,a-2.

(4) Power comparisons with maximin linear and polynomial tests. Max acc. ¢1 for
the monotone hypothesis has been verified to keep high power for the wide range of
simple ordered alternatives. However, it has been pointed out that these maximal con-
trast type tests will not be so useful if the maximal angle of the polyhedral cone repre-
senting the restricted alternative is large. In particular, an Abelson and Tukey (1963)
type maximin linear test is said to be useful only for the limited case in Robertson et al.
(1988, Sec. 4.2~4.4), although it is recommended in the book of BANOVA by Miller
(1998) to escape from the complicated restricted maximum likelihood approach.
Now, it is a matter of simple algebra to show that the cosines of the maximum angle
are 1/(a—1) and 2/(a—1) for the monotone and concavity hypotheses, respectively.
This suggests that the max acc. 12 introduced in this section is even more appropriate
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as a directional test than max acc. ¢1 for the monotone hypothesis. It suggests, how-
ever, that the maximin linear test might also do as well for the convexity or concavity
hypothesis. Therefore, for a =6 and 8 of the balanced case, the maximin linear tests are
searched for in Hirotsu and Marumo (2002) on the corners, edges, and faces of the
polyhedral cone according to Abelson and Tukey (1963) to obtain the coefficients
for the concavity test

a=6:-0.5773, 0.2829, 0.2944, 0.2944, 0.2829, —-0.5773,
a=8: -0.6108, 0.1673, 0.2036, 0.2399, 0.2399, 0.2036, 0.1673, —0.6108.

For comparison, we add a simple linear test with coefficients of quadratic pattern
a=6:-5,1,4,4,1, -5,

a=8:-7,-1,3,5,5,3,-1,-7,

which we call a polynomial test according to Hirotsu and Marumo (2002).

In Table 6.14 the powers are compared in the directions of the corner vectors and

also in a quadratic pattern, where the non-centrality parameter m» (u;— ﬂ,)2 /6* is
fixed at 6 so that the powers are around 0.70. It should be noted that the polynomial
test is the most powerful test against the quadratic pattern alternative, giving the
upper bound for all available tests. Max acc. 2 is seen to keep relatively high power
in the wide range of the concavity hypothesis compared with linear tests. The

Table 6.14 Power comparisons of max acc. 2, maximin, and polynomial
linear tests.

Alternative hypothesis (1) Max Maximin Polynomial
acc. 2 linear test
-10 8 5 2 -1 4 0.698 0.657 0.615
=20 2 24 11 -2 -15 0.721 0.657 0.747
a=6 -15 -2 11 24 2 =20 0.721 0.657 0.747
-4 -1 2 5 8 -10 0.698 0.657 0.615
Quadratic pattern 0.747 0.751 0.790
-7 4 3 2 1 0 -1 =2 0674 0.623 0.535
-70 =5 60 41 22 3 -16 =35 0.702 0.626 0.696
-35 -10 15 40 23 6 -11 -28 0.710 0.623 0.755
a=8 -28 -11 6 23 40 15 -10 -35 0.710 0.623 0.755
=35 -16 3 22 41 60 -5 -70 0.702 0.626 0.696
-2 -1 0 1 2 3 4 -7 0.674 0.623 0.535

Quadratic pattern 0.737 0.726 0.790
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polynomial test looks very good when the change-point is located in the middle but
not when it is at the end, so it cannot be recommended generally. Another advantage
of max acc. 12 is that it can suggest a change- point. The maximin linear test looks
generally no good.

(5) Cumulative chi-squared y "> for a goodness-of-fit test. According to a complete
class lemma by Hirotsu (1982), again an appropriate statistic for testing the two-sided
version of Hg, is

)

2
K =ml|PYy |l

P!=D(LL.)" 'L,

where we assume equal repetition number m and D =diag (5,1(/ Zék) is for standar-
dization ~ with & —1=2(k-1)(a—k-2)/(3(a=1)) and & =-[6a(a®~1)/
k(k+1)(a=k)(a=k=1){(a=1)(2k+1)=2(k*~1)}]'*, k=1, ..., a—2. The statistic
2% is based on the doubly accumulated statistics (6.47), suggesting that it is a

natural extension of ;(*2 (6.41). It can be expanded just like equation (6.42) for )(*2
in the form

; 2a(a+1) 2a(a+1) 2a(a+1)
2 _ 2 2 2 2
{1x2x3x4}‘<2)+ 2x3x4x5 0T T G @ Dala+ ) [

(6.52)

The asymptotic value of f, the degrees of freedom of the approximated chi-squared
distribution at a = o0, is 1.70 suggesting that > is a more strongly directed statistic
than y*2. Therefore, it is naturally expected to inherit the excellent properties of ** as
a directional test. Interesting applications of max acc. 2 and cumulative chi-squared
;(Tz are given in the examples of Sections 7.3.2, 7.3.3, and 13.2.

6.5.5 Sigmoid and inflection point hypotheses

(1) General theory. The idea of previous sections is further extended to the sigmoid
hypothesis, which is also an essential shape constraint in the non-parametric dose—
response analysis. The sigmoid hypothesis is defined by

Hgg i3 =2py +py 2+ 2, —2u, | +p, 5, with at least one inequality strong,
(6.53)
extending the convexity hypothesis of previous sections. The null hypothesis is
defined by all the equalities in (6.53), which is equivalent to Hy: f,+ i+ f,i*.

The sufficient statistics under the null model are > "¢ vi, S¢, (ivi.), i (i)
Equation (6.53) can be expressed in matrix form as Q'u>0, just like equation
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(6.43) for the convexity hypothesis Heon. @, is a third-order differential matrix and its
explicit form and relationship with the inflection-point model are given by Hirotsu and
Marumo (2002). Then, by similar arguments to the previous section, triply accumu-
lated statistics are derived as the basic variables. They are expressed in terms of doubly
accumulated statistics as

W= Sik=1,...,a=3. (6.54)

Then, a set of sufficient statistics can be expressed as Y, S,—1, and W,_,. Let w be the
standardized version of W, by the mean and variance under the null model: Q' =0.
Two promising statistics are again the maximal contrast statistic max wj; and the
cumulative chi-squared y*? = Z;zlw,ﬁz. We call the former max acc. ¢3, in contrast
to max acc. t1 and 2, which are based on singly and doubly accumulated statistics

Y, and Sy, respectively.

(2) Max acc. £3 for testing the sigmoid hypothesis. The triply accumulated statistics
wy, possess the third-order Markov property under the conditional distribution given
the sufficient statistics. Then we can give an exact and efficient recursion formula for
probability calculation of max w7, just as for max acc. 71 and max acc. 2 in previous
sections. Define the conditional probability

* % * _ % * * k% *
Fk+2(wk,wk+1,wk+2, w0|0) —Pr(w1 WO, e es Wiy | SW0. W4 n SWOIWE WL, 15 W 405 0).

Then we have a recursion formula
* * * _ * * * * * * _
Fiss (Wiy 1 W42 Wiass Wolo) = Pr(wi <wo,.c.owji o <wo, Wiy 3 <Wo Wiy 1 Wiy Wi 0) =

[ Pr(W} <wo,.... Wi, <Wo, Wi 43 WO W Wiy 15 Wy s Wiy 30 0) Xt (WEIWE 4 15 Wi 420 Wi 3 ) AW
wy
k

(6.55)

* * * * * * * * : *
[ Fiee2 (Wi Wi 1 Wi 20 Wol o) X fi (Wi Wi 1 Wi 00w ) dwi, G w5 <wo,
= w*
k

0, otherwise.
(6.56)

Equation (6.55) is due to the law of total probability, and equation (6.56) is due to
the third-order Markov property of wy, k=1,..., a=3. The p-value is obtained as

*
a-1°

p=1—Fu(wZ_2,w wr, W()|6),

where the triplet (W) _,,w’;_,,w>) is defined appropriately so as to satisfy the inequal-
ity, always making the distribution f,_3 actually unconditional. In the case of
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unknown o, an expectation with respect to ¢ is required just as in previous sections.
One should refer to the original paper of Hirotsu and Marumo (2002) for more
detailed calculations.

(3) Power comparisons with maximin linear and polynomial tests. Now it is a
matter of simple algebra to show that the cosine of the maximum angle is 3/(a—1)
for the sigmoid hypothesis, which is even larger than those of the monotone and
convexity hypotheses. This suggests that max acc. 3 is even more appropriate than
max acc. 12 as a directional test. It suggests again, however, that the maximin linear
test might also do as well and need to be compared. The coefficients of the maximin
linear test for the sigmoid hypothesis for a=6 and 8 of the balanced case are as
follows:

a=6:2,-3,-1,1,3, -2,
a=8:5,-5,-3,-1,1,3,5, -5.

A polynomial test with coefficients of cubic pattern is given by
a=6:5,-7,-4,4,7, -5
a=8:7,-5,-7,-3,3,7,5, -17.

In Table 6.15 the powers are compared in the directions of the corner vectors and

also in a cubic pattern, where the non-centrality parameter m> (u;—ji.)* /o” is fixed
again at 6 so that the powers are around 0.70. It should be noted that the polynomial
test is the most powerful test against the cubic pattern alternative, and its power gives

Table 6.15 Power comparisons of max acc. 3, maximin, and polynomial
linear tests.

Alternative hypothesis (u) Max Maximin Polynomial
acc. f3  linear test
3 3 -4 0 9 -5 0.730  0.707 0.697
a=6 15 -19 -18 18 19 -15 0.748  0.737 0.774
5 -9 0 4 3 3 0.730  0.707 0.697
Cubic pattern 0.763 0.780 0.790
7 -9 3 1 3 3 1 =3 0705 0.665 0.621

21 -17 24 0 13 15 6 -14 0.730 0.689 0.745

a=8 7 -4 -8 -5 5 8 4 -7 0735 0.690 0.776
4 -6 -15 -13 0 24 17 -21 0.730 0.689 0.745

3 -1 -3 -3 -1 39 -7 0705 0.665 0.621

Cubic pattern 0.751 0.748 0.790
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the upper bound for all available tests. Max acc. 3 is seen to keep relatively high
power in the wide range of the sigmoid hypothesis compared with linear tests. The
polynomial test looks very good when the change-point is located in the middle
but not when it is at the end, so it cannot be recommended generally. The maximin
linear test looks generally no good again.

(4) Cumulative chi-squared statistic y** for a goodness-of-fit test. According to a
complete class lemma by Hirotsu (1982), again the appropriate statistic for testing the
two-sided version of H, (6.53) is

-1 _
7?=m||D(Q,0,)” 0y II’.

where we assume equal repetition number m and D is a matrix for a standardization
producing wy. The statistic 2% is based on the triply accumulated statistics (6.54), sug-
gesting that it is a natural extension of y** and y"2.

6.5.6 Discussion

Since Page (1954, 1961), cumulative sum statistics based approaches have been
widely developed in the statistical process control; see also Montgomery (2012)
for an explanatory example and related topics. More recently, these have also been
extended to the field of environmental statistics (for example, by Manly and Mack-
enzie, 2003). However, as stated in the review paper of Amiri and Allahyari (2012),
most papers assume step, linear trend, and monotonic changes, and it seems that the
slope change-point and inflection point models are not popular in these fields. The
convex and sigmoid restrictions of this chapter are closely related to the slope
change-point and inflection point models, for which the doubly and triply accumu-
lated statistics are newly developed in this book. The basic statistics are so simple that
they can be extended to discrete models almost as they are. These include the binomial
and Poisson distributions of Chapters 7 and 8, respectively, and interesting applica-
tions beyond the statistical process control are given there. They are extended further
to two-way interaction problems in Chapters 10, 11, and 13.
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7

One-Way Layout, Binomial
Populations

7.1 Introduction

The data of binomial, or more generally multinomial, distributions from a one-way
layout are presented as the two-way data of treatment x categorical response, as seen
in Tables 3.6 and 11.8 for example. In those tables we assume a multinomial distri-
bution M (n;, p;), p; = Pits--->Piv )/,pi. =1 for the ith row, i=1, ..., a, where a=b=2
in Table 3.6. Then, the null hypothesis of homogeneity of treatment effects is
expressed as

Hy:py=---=p,. (7.1)
In contrast, in Example 3.5 we have introduced the test of independence hypothesis
H(/):pij=pi.><p.j,i=l,...,a,j=1,...,b (7.2)

assuming an overall multinomial distribution with p.. = 1. We first show that these two
formulations are mathematically equivalent.
Equation (7.2) is equivalent to

pii/pi=pji=1,..,a,j=1,...,b
or

(pi1 /Pi-s D /Pi.) are the same foralli=1, ..., a. (7.3)

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
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However, equation (7.3) is equivalent to equation (7.1), where the p;; are standar-
dized to satisfy p;. = 1. Equation (7.3) implies the response profiles of a rows are the
same, which is the same as declaring no treatment effect. Thus, the null hypothesis of
homogeneity of treatment effects is equivalent to the independence hypothesis in a
two-way contingency table. Therefore, the likelihood ratio test and the goodness-
of-fit chi-squared test derived in Example 3.5 are also useful for the overall homoge-
neity test of treatment effects. It should be noted that these tests are asymptotically
equivalent to conditional tests given all the row and column marginal totals, so that
the difference in sampling schemes is totally irrelevant. We have already seen in
Example 5.13 that the goodness-of-fit chi-squared test is exactly the same with the
test of equality of two binomial probabilities by normal approximation in the
case a=b=2.

Also, it should be noted that the null hypothesis of independence (7.2) can be
rewritten as

log p;j=log p;. +log p.;.

This is equivalent to the null hypothesis of no interaction in the log linear model
log pji=p+ai+p;+(af);

Therefore, testing the homogeneity of treatment effects is nothing but testing the inter-
action effects as mentioned in Section 1.7. Thus, the topics of this chapter will be more
generally dealt with as an analysis of two-way categorical data. In the meantime, how-
ever, the simplest case of the binomial distribution can also be analyzed as one-way
data. Therefore, we discuss in this chapter only the multiple comparisons and direc-
tional tests of binomial distributions.

7.2 Multiple Comparisons

The multiple comparisons of binomial distributions by the normal approximation are
straightforward. We assume a binomial distribution B(n;, p;) for the ith observation y;.
Then, the average y; in Section 6.4.2 is y;/n; here and the basic statistic for paired
comparisons is y;/n;— y;/n;. We use

p1=p) = (Svi/ L) {1= (Zivi/ Smi) } 74

as a variance estimator under the null hypothesis of homogeneity of p;, which corre-
sponds to 62 (6.6). Then, the procedures 6.4.2 (1) ~ (3) can be applied as they are by
replacing 6° with (7.4).
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7.3 Directional Tests

7.3.1 Monotone and step change-point hypotheses

(1) Max acc. #1 in phase II clinical trial for dose finding

(a) Max acc. #1 in the binomial case. We give the result of a typical phase II clinical
trial for dose finding in Table 7.1, where the last three columns are for calculation of
the test statistic.

For the data, the most well-known approach will be that of the Cochran (1955)
and Armitage (1955) test. However, it assumes a linear trend as a principal dose—
response and cannot reserve high power against the wide range of the monotone
hypothesis, in particular against very early or late start-up. Further, it cannot sug-
gest an optimal dose even if it could detect a significant departure from the null
hypothesis. Then, the most appropriate approach to prove the effective dose—
response suggesting simultaneously an optimal dose level will again be max
acc. t1. We assume a binomial distribution B(n;, p;) for the observed number of
‘yes’ (v;) and apply Lemma 6.2 for the monotone hypothesis H,,,, (6.23) in the
natural parameter 6; =logitp; =log{p;/(1-p;)}. It should be noted that a monotone
hypothesis is unchanged by this transformation from an expectation parameter p;
to a natural parameter 6;, We have already shown that the key vector in
this case is formed by the accumulated statistics in Example 6.5. Then, the standar-
dized accumulated statistics corresponding to (6.27) of normal case is

No=N\ V2 v
tk(Yk)=tk={<NNkk)pq} (p—ﬁll‘),k=1,...,a—1, 1.5)

Table 7.1 Improvement rate of a drug for heart disease.

Improved
Dosage (mg) No Yes Total Ny Y, (Yo
100 16 20 36 36 20
150 18 23 41 77 43 1.319
200 9 27 36 113 70 2.276
225 9 26 35 148 96 1.161
300 5 9 14 162 105 -0.043

Total 57 105 162
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where Yy =y +...+ Y, Nk =mi + ... +ng, p=Y, /N4, g=1-p. It should be noted that

Y, is the sufficient statistic under the null model 8, = - -- =6, and the conditional null
distribution of Y} given Y, is a hypergeometric distribution
Ya N, a™ Y a N, a
H (Y| Yo NN, (n><m_n>/aw> (7.6)

with parameters (Y, Ny, N,). The exact variance of Yy is {Ny(N,—Ni)/ (N.—1)}pg
and therefore the variance employed for standardization in (7.5) is (N,—1)/N, times
an under-estimate, but its effect should be practically negligible.

(b) Markov property. In this case the Markov property of the sequence #1,...,%,1 is
shown by the form of the joint conditional distribution of Y1,...,Y,_; given Y, instead
of the covariance structure in the normal case. Now it is well known that the joint null
distribution of y; is factorized in the form

af ) =y a-
Hl( k)PZ”(l—P)Z(nk W =1 "H(Yi | Yiero NioNes1)

Yk
N\ v Na-¥,
a 1_ a a
X(n>p( p)

(7.7)

where H (Y f | Yii1, Ne,Ni s 1) is the probability function of the hypergeometric
distribution (7.6) and the last part is the probability function of the binomial distribu-
tion B(N,, p) for Y,. Then, the conditional joint distribution of Yy,...,Y,_ given Y, is
given by the first part of (7.7), which is the products of the hypergeometric distribu-
tions. The Markov property of Y follows immediately from Lemma 7.1, which is an
extension of Lemma 6.5 for the normal distribution to the general non-normal
distribution.

Lemma 7.1. Letf(z, ..., z,) be the density of (zy, ..., z,) with respect to the dominat-
ing measure y; X --- x y,. Then the Markov property

@z |zt nza) =F (20 nz | 2e1) I<n (7.8)
holds if and only if there is a factorization of f such that

F@1sezn) =f1(z1, 22) X f2(22,23) X+ X fum1(2n-1,2n)5 (7.9)

where the functions fi,...,f,—1 are not necessarily densities.
Proof. Suppose that (7.8) holds, then we have

f(le-n’Zn) =f(Zn) Xf(zn—l |Zn) Xf(Zn—2|Zn—1’Zn) Xoeee xf(Zl |Z2’ ~--7Zn)
=f(z0) X[ (Zn=120) X f (zn-2]20-1) X -~ X f (21]22)
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Therefore, it is necessary for f to be factorized as in (7.9). Next assume (7.9)
and define

(Zla Zl+l) X Xfm—l(zm—ls Zm)

Ji
f @stsenzme132m) =
]" 'jﬁ(zlv Zl+l) XX m—l(zm—l, Zm)d,ul"'d,um—l

if the denominator is non-zero, and zero otherwise. Then it is easy to verify that
S (Zi415--sZm=1;2m) 18 a version of both of the conditional densities

f(zl,...,zm_l |zm, ...,zn) andf(z;,...,zm_l |zm).

(c) Algorithm for calculating the p-value. The recursion formula for max acc. ¢1
corresponding to equation (6.30) is as follows. First, define the conditional probability
given Yy as Fy(Yy,t0)= Pr(ty <tg,...,tx <to|Yi). It should be noted that, differently
from the normal case, the recursion formula is constructed via Y; and not directly
in terms of #;. This is because the factorization of the joint distribution into the pro-
ducts of conditional distributions is obtained in terms of Y;. Then, we have the recur-
sion formula

Fro1(Yesr, to) =Pr(t; <to,....ts <to,tx+1 <to|Yis1)

=2y, Pr(ti<to,....tx<to,tx+1 <to|Yi, Vs 1 )fi (Y| Yis1)
(7.10)
Y or Fe(Ye, t0)fi(YVil Yir1) if tiw 1 (Yis1) <to,

0, otherwise,

where f;(Yi|Yx+1) is a conditional distribution of Y; given Y. In this case it is a
hypergeometric distribution H (¥} | Vi1, Ni,Ni+1). Defining 7,(Y,) = — 00, we have
the p-value for the observed maximum ¢, at the final step as p=1-F,(Y,,f). Thus,
the algorithm is essentially the same as the normal case except that the integration is
now the summation. The algorithm of exact calculation of the p-value for max acc. 71,
in the binomial case, is supported on the author’s website.

Example 7.1. Analysis of Table 7.1. The necessary calculations have been shown in
Table 7.1. Noting that p=105/162=0.648, =57/162=0.352, we get ; (¥}) as in the
last column of Table 7.1. Therefore, we have max acc. t1=2.276 and its right one-
sided p-value calculated by the recursion formula (7.10) is 0.044. A step change is
observed between the dose levels 150 mg and 200 mg.



170 ADVANCED ANALYSIS OF VARIANCE

Table 7.2  Simultaneous lower bounds SLB (i, j+ 1) for p(i, j).

j+1
i 2 3 4 5

1 -0.077 —-0.056 -0.118 —-0.330
-0.077 (0.008) (0.008) (0.008)

2 0.008 -0.054 -0.266
0.008 (0.008) (0.008)

3 -0.083 -0.267
-0.083 (-0.083)

4 —-0.295

-0.295

We can apply the simultaneous lower bounds (6.34) and (6.35) for

njpj+...+napa_n1p1+...+n,<p,'

N N,

p(i,j)= ,<i<j<a,

by the normal approximation. For the basic contrasts, it becomes

_ 1 1\
SLB(k,k+1)=(Y;-Yy) —{f)e] (ﬁk + V) } Ty(n,00),

where Y{ =yis1+... +YasNf =ngs1 + ... +n, and Yy, Y are the averages. The for-
mula (6.37) for improvement is also valid here. In this case, the upper a point
Ty(n,00)=2.173 (a=0.05) is obtained by the normal theory in Section 6.5.3 (1)
(d) and the simultaneous lower bounds SLB(i, j+ 1) are shown in Table 7.2. The
approximate T,(n,o0) by the balanced case is 2.151 from Table A of the Appendix
at a=5anddf oo, and there is not a big difference from the exact value.

In Table 7.2 the improved lower bounds by formula (6.37) are shown in parenth-
eses. These results clearly show that there is a change-point between dose levels 2 and
3 at one-sided significance level 0.05.

(2) Cumulative chi-squared statistic y**. The cumulative chi-squared ** has been
introduced by Takeuchi and Hirotsu (1982) as the sum of t,% of (7.5), just as equation
(6.39) for the normal model. Its distribution is well approximated by a constant times the
chi-squared distribution, and the formulae in Section 6.5.3 (2) (a) are valid with
Ni=ni+...+n;and N} =n; 1 +... +n, for calculating A; The original idea of this
was introduced by Taguchi (1966), as an accumulation analysis. Although some math-
ematical refinement was required, it was an initial approach to the efficient analysis of
ordered alternatives.
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Example 7.2. Example 7.1 continued. The cumulative chi-squared statistic is
obtained from Table 7.1 as

2= 2 =1.3197 422767 + 1.161% + (—0.043)” = 8.268.

Then we have 4;=36/126, 1,=77/85, 3=113/49, 14=148/14 from (6.28) and
therefore d2f =6.326 by the formula in Section 6.5.3 (2) (a). Since df is obviously
4, we have d=1.58 andf =2.53. The upper tail probability of 8.268/1.58=5.23 as
the chi-squared distribution with df 2.53 is 0.113 by ‘keisan.casio.com’. This is a
two-sided test and slightly conservative compared with the result of max acc. 1,
which suggested significance at 0.05 one-sided. Another example of the application
of max acc. 1 and y*? is given in Example 7.7.

7.3.2 Maximal contrast test for convexity and slope
change-point hypotheses

(1) Weighted doubly accumulated statistics and max acc. £2. In this section we
consider a convexity hypothesis in 6;=1log{p;/(1-p;)}. It is useful for a directional
goodness-of-fit test of the linear regression model and also for confirming a down-
turn in the dose—response. It should be noted here that the convexity hypothesis
depends on the spacing of events, whereas monotony is a property independent
of spacing. Therefore, we consider here a general case of unequal spacing and
denote the time or location of the ith event by x;. Then, the convexity hypothesis
is defined by

Hon: L6020, with at least one inequality strong, (7.11)

where LZ’ is a second-order differential matrix, defined by

1 1 1 1
+

0 0 0
X=X X=Xz X2—X3 X3—X2
1 1 1 1
L= 0 0
a — X3—X2 X2—X3 X3—X4 Xq4—X3
1 1 1 1
0 0 0 +
Xa-17Xa-2 Xa-27Xa-1 Xa-17Xa Xa=Xa-1d (a=2)xa

similarly as in Section 6.5.4. It has been shown by Hirotsu and Marumo (2002) that

L (L'LY) ™ = [b1.bas.. b,

by=I-Ig) (0,...,0,X0 1 2=Xp s 15+ Xa =Xk 1) s
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where ITg =B(B'B) ™' B’ is defined in Section 6.5.4(1) with

here reflecting the unequal spacing. This equation reduces to b, in Section 6.5.4 (1) in
the case of equal spacing. Then,

My: 0=(Bby)(By i Ax) =B(By 1) +bids

is a slope change-point model with change A, at time point x;. for k=1,...,a-2.
Therefore, in this case again each corner vector corresponds to a slope change-point
model. The null model Hy: L’6=0 is obviously equivalent to a linear regression
model Hy : 6;=f + B x;.

We consider here a general exponential family
a(0;)b(yi)exp(0yi), i=1,....a (7.12)

as the underlying distribution for dealing with the binomial and Poisson distributions
simultaneously. The function b(y,) is

b(y;) = {yi!(ni—y:)!}~" for the binomial model,
b(y;) = (y;!) ' for the Poisson model.

In this case also we can consider the essential part ¢ = (LZ’LZ) h ILZ'y of the key vector
7= (LZ’LZ) N ILZ’ v (90) , discarding Eo(y) fromw (@0> since it is a function of sufficient
statistics

Yo=y1+y2+-+y, and T, =x1y1 + X202+ +XaYa

under Hy:6;=p,+fx;. After standardization under the null distribution given
(Y,, T,), the maximal elements based on ¢ and z will coincide. However, this form
of ¢ is still not very convenient for dealing with the discrete model, since the elements
of ¢ can be negative and do not take integer values because of the complicated coef-
ficient matrix. It is so complicated that it looks formidable to develop an exact test. It
should be noted that in case of the normal distribution discussed in Section 6.5.4, it
was rather easy to deal with the linear contrasts in y as they are, since they are dis-
tributed as the normal defined only by mean and variance. Therefore, a more conven-
ient basic variable for dealing with the discrete distribution has been searched for. This
approach has already been introduced in Section 6.5.4 (1), deriving the doubly accu-

C . . . -1
mulated statistics in case of equal spacing. First, by noting that L], (LZ’ LZ) L'+
is an identity matrix of order a, we have
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* N T *
y= {La (L7L:) 'Ly + 1 }y =L’ t+1Tpy.

In this equation I1py is a function of the sufficient statistics (Y,, 7,,) and can be dis-
carded for developing a similar test. Then, the similar test should be based on
S=(S1,...,5,—2)" that satisfies y =L’S instead of ¢, where we ignore the last two rows
of y=L.S. By accumulating both sides of y=L’S, the equation

_ Sk=Sk-

, k=1,...,a=-2,
Xk+1—Xk

Yi=yi+-+n

is obtained, where S is defined to be zero. By accumulating Y}, further after multiply-
ing by (xx+1—xx), the equation

Sk=2f=1(xi+1—xi)Yi= (a1 =x0)y1 4+ (w1 =Xy, k=1,...,a=2, (7.13)

is obtained. In case of equal spacing, the statistics S; (7.13) reduce to the doubly
accumulated statistics of y;, like (6.47) obtained in Section 6.5.4 (1). The extended
equation (7.13) is a weighted doubly accumulated statistic but might be called sim-
ply the doubly accumulated statistic hereafter, and the maximal standardized ele-
ment s, of S, is employed as the test statistic for the max acc. 2 method. The
component of max acc. 2 is shown to be an efficient score for testing the slope
change-point model M, by the same arguments as in Section 6.5.4 (3) (see Hirotsu
et al., 2016).

(2) Second-order Markov property and a factorization of the conditional dis-
tribution. In case of the normal distribution, the conditional distribution given the
complete sufficient statistics and its factorization are very simple, resulting in the
respective normal distributions defined by the conditional mean and variance as
described in Section 6.5.4 (2). In case of the Poisson and binomial distributions,
the conditional distribution given Y, only and its factorization into the products of
serial conditional distributions are also well known and have already been utilized
in Section 7.3.1 (1) (b). However, we have an additional conditioning variable T,
here, and several steps will be required to obtain the exact conditional distribution
in tractable form (Hirotsu, 2013; Hirotsu et al., 2016). The conditional null distri-
bution given (Y,, T,) is obviously in the form

G(y|Y., Ta) = Ca_—ll (Ya’Ta)HZﬂb(yk)’

where the constant C,_(Y,,T,) is determined so that the total probability of y is unity
conditionally given Y, and T,. Then, by the relationship

Sk:Sk_1+(xk+1—xk)Yk, k=1,...,a-2 (714)



174 ADVANCED ANALYSIS OF VARIANCE

and y; = Y3 —Yj-1, we can rewrite the probability function in terms of S as

Sk=Sk-1_ Sk-1 _Sk—Z)
o
Xer1 =Xk Xk—Xp-i

G|Ya, To) = c;_‘l(Yu,Ta)szlb( (7.15)
where Sp and S_ are defined to be zero and S, =x, Y, — T4, Sy =Sa-1 + (Xas1—%4)Ya
with x, | an arbitrary number. It should be noted that S,_; is an extension of the def-
inition (7.13) to k=a—1, but it cannot be done for S, without introducing a hypothet-
ical value x, . For notational convenience anyway, S,_; and S, are employed as
conditioning variables instead of Y, and 7,. Also, it is sometimes convenient to
use S,-; and Y, as conditioning variables. The one-to-one correspondence among
the set of variables (Y,, T,), (Sa-1,S4), and (S,-1,Y,) is obvious. Equation (7.15)
implies the second-order Markov property of the sequence Sj,...,S,-2. The proof
is essentially the same as that of Lemma 7.1. Because of this property, there is avail-
able a very efficient and exact algorithm for calculating the p-value of the maximal
statistic s%, as well as the normalizing constant C,_;(S,-1,S,) and the moments
for standardization. Now, because of the second-order Markov property, the null dis-
tribution G(y|Y,,T,) can be factorized in terms of Sy

G| Yar To) = T2 £i (Sk| Sk 1, Sk +2)s

where f;(Sk|Sk+1,Sk+2) is the conditional distribution of S; given Si,| and Sg.».
Then, the kth conditional distribution should be in the form

Ska2=Ske1 Skr1 =Sk >
b
Xk+3=Xk+2  Xk+2 =Xk +1

Si(Sk|Sk+1,Sk+2) :Ck_+l1(Sk+l’Sk+2)Ck(Sk’Sk+l> Xb(
k=1,...,a=-2, (7.16)

where Cy . is the normalizing constant and the initial constant is defined as

Cl(Sl,S2)=b< Si )xb(sz_sl— Si ) (7.17)

X2 —X1 X3—Xy X2—X]

It should be noted that in equation (7.16) the random variable S; is included also in
the normalizing constant Ci(Sk, Sk 1) of the previous step as the conditioning var-
iable. Starting from Cj, all the C; can be calculated recursively by the equation

Sk+2=Sk+1 Ske1 =Sk )
X437 Xk+2 X427 Xk

Ck+1(Sk+l7Sk+2)=Zskck(sk,sk+l)Xb( (7.18)
Then, at the final step the overall normalizing constant C,_;(S,-1,S,) is obtained and
the distribution G(y) is determined in terms of Sy, k=1, ...,a—2. It should be noted that
Cu-1(S4-1,S,) is well defined, since (S, —S,-1)/(X4+1—x,) is simply Y,, but in the
following the notation C,_;(S,-1,Y,) is employed instead of C,_;(S,-1,S,). This fac-
torization of the simultaneous distribution follows the same idea as employed in
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Hirotsu et al. (2001) to obtain the exact factorization of the null distribution on the
three-factor interaction in a 2 xJ x K contingency table (see Section 14.1.1 (1) (c)).
In this case, however, the sample space of S=(Si,...,S,-2) is unknown and also
explosive when a is large. Therefore, to execute the recursion formula efficiently, sev-
eral inequalities have been introduced in Hirotsu et al. (2016) and we give a summary
in the following:

Absolute : max{0, Su_i — (xu—xes1) Yol €S X" 1 k=1,....a=2. (7.19)
Xa—X1
Relative : mSk_l <8k < {(a=X+1)Sk=1 + (X4 1=2%k)Sa-1},
Xp—X1 Xg— Xy (7.20)
k=2,...,a=2.

The absolute inequality gives restrictions on S, in terms of S,_; and Y,, which are
constants, and the relative one is useful for the bottom-up procedure to construct con-
ditional probabilities giving the possible range of Sy in terms of S;_;. This inequality
can be rewritten as

1 Xk —X1
_ — X )Sk— =X )81 <81 <
xa_xk+1{(xa X )Sk— (X 1 =2%)Sa—1} < Sk o

Sk, k=2,...,a=-2, (7.21)

which is useful for defining the range of S;_; based on S;. Further, there is an obvious
relationship among three Si’s: (Sx—Sk-1)/(Xk+1—%k) < (Sk+1—Sk)/ (Xg42—Xk4+1) OF
equivalently

Ska1=Sk Sk=Sk-1

Xk+2~Xk+1  Xk+1—Xk

Vi+1= >0. (7.22)

These inequalities are general for the exponential family (7.12) and sometimes addi-
tional inequalities are required. For example, for the independent binomial distribution
B(n;, p;) in this section the inequality (7.22) is changed to

0< Ske1 =Sk Sk=Sk-1

Xie+2 = Xk+1  Xk+1—Xk

Ny (7.23)

(3) Constructing conditional probabilities by a bottom-up procedure. The con-
struction of the conditional probabilities f; (Sk|Sk+1,Sk+2) should be bottom-up since
Ci(Sk,Sk+1) is necessary for calculating Cy+1(Sk+1,Sk+2). First, the possible combi-
nations of S| and §, satisfying the inequalities (7.19) and (7.20) are found, and C (S|,
S,) is calculated by (7.17). For those combinations of S; and S,, the range of the



176 ADVANCED ANALYSIS OF VARIANCE

variable S5 can be determined by the inequalities (7.19), (7.20), and (7.22). Then, the
coefficient C,(S,, S3) can be calculated by equation (7.18):

S35 S$2—-S
Co(82,53) =35, C (sl,sz)xb(u_g)

X4—X3 X3—Xp

where the summation is with respect to S;. In executing the recursion formula, how-
ever, a difficulty arises since the Sy satisfying equation (7.13) does not necessarily take
successive integers differently from Y. It does not occur in the equal spacing where x;
can be defined as k without any loss of generality. Therefore, the inequalities are con-
verted to Yj, which takes successive integers and generates conformable S; through
equation (7.14). The inequality for Y is as follows:

Sac1=Sk-1—(Xa—xx+1)Ya Sk
max ,
X 1 =Xk X=X

. Sa—1=Sk-1 1 X+ 1—X1
< mm{ a s hi Sac1—=Sk-1 .
Xa=Xk  Xpr1=Xk \ Xg—X|

A simple example is given below of how to construct the conformable sequence.

,Yk—l}SYk
(7.24)

Example 7.3. Generating the sequence S conformable to y=(1,1,1,1,1) with
x=(1,2,4,7,8). In this example the sufficient statistics are Ys=1+1+1+1+1=5
and Ss_1 =7y, +6y, +4y;+y,=8Y5—T5=18. Then, by the absolute inequality
(7.19), the range of S; =Y, is obtained as —12<§; =Y < % and therefore §; and
Y, take 0, 1, and 2. Then, by the inequality (7.24), the conformable Y, for
(Y1,81)=(0,0),(1,1), and (2,2) are 0<Y,<3, 1<Y,<2, and Y, =2, respectively.
Therefore, the respective conformable S, are (0,2,4,6), (3,5), and (6) by
S> =81 +2Y,. Then, from the pair (¥, S,), the conformable Y3 can be determined
by equation (7.24) and S5 from S, and Y3 by (7.14). The process is summarized in
Table 7.3, where NG implies there is no conformable Y3 satisfying the inequality.
In this example the number of partitions of integer 5 into five integers is 126, among
which only five sequences in Table 7.3 are conformable also to S, =18. In contrast,
under equal spacing (x; =k), 12 sequences are found to be conformable to the fixed
sufficient statistics Y5 =5 and S4 =10.

Now, given the underlying distribution, the initial constant C;(S, S,) can be cal-
culated by equation (7.17) at stage 2. Then, at stage 3 the normalizing constant C,(S,,
S3) and the conditional probability f; (S;]S>,S53) can be calculated by equations (7.18)
and (7.16), respectively. At stage 4, C; and f; are calculated; at stage 5, C, and f; are
calculated; and finally, the total probability G(y|S4,Ys) is obtained by the product of

fl’fZ’ andf3~
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Table 7.3 Process to determine the conformable sequence.

Stage 1 Stage 2 Stage 3 Stage 4 Stage 5

Y1=Sl Y2 52251+2Y2 Y3 S3=Sz+3Y3 Y4 S4=S3+Y4 Y5

0 0 0 NG — — — —
0 1 2 4 14 4 18 5
0 2 4 3 13 5 18 5
0 3 6 3 15 3 18 5
1 1 3 NG — — — —
1 2 5 3 14 4 18 5
2 2 6 3 15 3 18 5

Example 7.4. Example 7.3 continued. As an example, the Poisson model with mean
A; can be dealt with by taking 8; =logA;, a(0;) =exp(—A;) = exp {—exp(6;)}, and

-1 Si=Sic1 Sisi=Sia\ !
b =) ={ (3 BB L
1+ 1 1 11—

Starting from the initial constant (7.17), the normalizing constants and conditional
probabilities are calculated recursively by (7.18) and (7.16), respectively. To continue
the current example at stage 2, we obtain

([} {2

and similarly C,(0,4)=1/2, C,(0,6)=1/6, C,(1,5)=1,C1(2,6)=1/2. At stage 3,
noting that the pair (S,,S53) = (2,14) has only one root S; =0, C»(2, 14) is obtained as

2.14) = 2 el I G
Cz( R ) C](O, )X{(7 7 2)} 6

and the conditional probability f;(0|2,14) is equal to unity. In contrast, the pair
(82,83)=(6,15) has two roots S; =0 and 2 so that

1 15-6 6-0\ )" 1 15-6 6-2\.1""' 2
15)=-xq [ 22— b doxq (22 -5y =2
co=p{ (5T (5T =

Then, the conditional probabilities are calculated as

2\ 7' 15-6 6-0\ "' 1
f1(06,15)=<§) xgx{<—3 -5 )'} =7
2N\ 15-6 6-2\.1"" 3
f1(26,15)=<§) XEX{<T_T)!} =3

s



178 ADVANCED ANALYSIS OF VARIANCE

It should be noted that the inequalities (7.21) and (7.22) are useful for finding out the
roots Si_; for the pair (Sk,Sg+1)- Other Cy’s are C>(4,13) =1/2, C5(5,14) =1, and the
conditional probabilities f; (0/4, 13), fi (1|5, 14) are both unity since those pairs (S,, S3)
have only one root S| =0 and 1, respectively. The calculations of C3(S3, S4), C4(S4, Ys)
and the conditional probabilities f>(S>|S3,54), f3(S3|Ss, ¥5) go similarly as Cx(S,, S3)
and fi (5152, S3), and the result is summarized in Table 7.4. In this small example all
the conformable sequences might be written down, but it is generally impossible to
figure out all the sequences even for moderate a and A;, and the bottom-up procedure
utilizing these inequalities is inevitable.

(4) Recursion formulae for moments and tail probability

(a) Calculating moments. To standardize the test statistics, it is necessary to calcu-
late the mean and variance of i,k =1, ...,a—2. They are also calculated recursively by
the formula

E(Sllc|Sa—l’ Ya) = Zsa_zu-Zsm Zsksllcfk(sk|sk+l’5k+2)

(7.25)
X fi+1(Sk+1|Sk+2,Sk43) X -+ X fur2(Sa=2|Sa1,Ya).

(b) Calculating p-value of the convexity test Let s} be the standardized version of

_ {S=E(SK)}

Sk 83 = V'/z(Sk) , k=1,...,a=2. Then the test statistic is

* *
s = max st
m g a-2 K

For the recursion formula, define the conditional probability

Fk(Sk—l,Sk, d) = PI'(S?< <d,...,S;<d‘Sk_],Sk),
=Pr(Si<d},....Sc<d|Sk-1,5¢), k=2,....a,

whered; =E(S;) +V'/2(Sy)d, k=1,...,a-2ands’_,,s: are defined as — oo, although
their conditional variances are zero so that the inequality always holds. It should be noted
that the recursion formulae (7.26) ~ (7.28) are given in terms of Sy, since the distribution
theory has been obtained in terms of S;. This is contrasted with the normal theory, where
the recursion formulae are given directly in terms of s;. Correspondingly, d’;_, and d, are
setto S,_1 + 6 and S, + J, respectively, with § a positive small number. Then, a recursion

formula for F}, is obtained as
Fie1(Sk:Sex1,d) =Pr(S1 <dj,....Sk<di,Sk1 <djy 1Sk, k1)
=3 Pr(Si<dy,....Sc<d}.Sie1 <dj, ||Sk-1.S6:Sk+1)  (7.26)

X fie—1(Sk=1]Sk> Sk+1)



Table 7.4 Bottom-up process for constructing the probability distribution.

Y1 Y2 Y3 Y4 Vs M S S3 S4 Ys C, (&) C3 fi f 5 G(y I 84, Ys)
0 1 3 0 1 0 2 14 18 5 1 1/6 716 1 1/7 2/3 2/21
0 2 1 2 0 0 4 13 18 5 172 172 1/4 1 1 177 3/21
0 3 0 0 2 0 6 15 18 5 1/6 2/3 2/3 1/4 1 4/21 1721
1 1 1 1 1 1 5 14 18 5 1 1 - 1 6/7 2/3 12/21
2 0 1 0 2 2 6 15 18 5 172 - - 3/4 1 4/21 3/21
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_ {Pr(Sl <d*,...,Sk<dZ|Sk_1,Sk> ka—l(Sk—1|Sk,Sk+1) if Sk+1 <dZ+1 . (7 27)

0, otherwise.

Equation (7.26) is due to the law of total probability, and equation (7.27) is due to
the second-order Markov property of S;. Thus, essentially the recursion formula is
obtained as

Froa1 (SksSke 1, d) =D 5 Fr(Sk-1,Sk> d) X fie1 (Sk=1[Sk Sk +1)- (7.28)

There is no difficulty in extending the formula to F, by taking S,_; and Y, as fixed
values satisfying the inequality always. Then, the p-value of the observed maximum
sy, 1s obtained at the final step by

p=1-F,(S,-1,Y,, d) atd=s

m*

(7.29)

It should be noted that the procedure converts the multiple summation into the rep-
etition of a single summation, so that the calculation is feasible for large a.

Example 7.5. Example 7.3 continued. Again, the procedure is explained via
Example 7.2 with the observed sequence y = (1,1,1,1,1)'. First, the moments of S,
are calculated by method (a) of this section, to obtain

E(S))=6/7, E(S;)=100/21, E(S3)=295/21,
V(S1)=20/7%, V(S,)=500/212, V(S3)=146/21>.

Then, the standardized statistics are obtained as s7=0.22361, s5=0.22361,
s3=-0.08276, and therefore s =0.22361, which gives dj=1.000,
d; =5.000, d; =14.17628. Of course, d; and d5 are set as 18+¢6 and S, + 6 with §
an arbitrary positive constant. Then, the calculation of the p-value by the recursion
formula goes as follows.

First, F»5(S;, S») is set to unity for possible combination of (S, S,) with S} < 1.000 and
S <5.000, namely for F»(0,2) and F,(0, 4), while it is set to zero for other combina-
tions. For convenience, we omit here the constant d ( = sfn) from the notation F»(S|,
S5, d). Then, the possible combinations of (S,, S3) with S, <5.000 and S3 < 14.176 are
found to be (2,14) and (4, 13). Since these combinations have only one root
(81,52)=(0,2) and (0, 4), respectively, F3(2, 14) and F5(4, 13) are found to be unity
while F; is set to zero for other combinations. Then, the F,’s are calculated as

F4(13,18)=1x1=1 and F4(14,18)=1x1/7=1/7.
Finally, F,(S,_1,Y,) is calculated as
Fs(185)=1x1/7+1/7x2/3=5/21
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and therefore the p-value is obtained as
p=1-5/21=16/21=0.762.
This is the sum of the probabilities of the last three sequences of Table 7.4.

(c) Calculating p-value of the concavity test. To test the concavity hypothesis
H- LZ’OS 0, with at least one inequality strong, the test should be based on —S;,

con
and the maximal statistic

* koK
S = max §
mn k=1,-,a-2 k

is calculated from the standardized statistics s;* = W, k=1,...,a-2. Then,
only a slight modification is necessary from convexity test (b). Define the conditional
probability

Fi(Sk-1.8¢) =Pr(si* <d,....s;" <d|Sk-1,5).
=Pr(S1>d}",...S>d|Sk-1.5), k=2,....a,
where
dF =E(S)-VY(S)d, k=1,...,a=2,d" =S, 1-6,d" =S,~5 (6>0).
The recursion formula (7.28) and p-value calculation (7.29) are exactly the same.

(d) Calculating p-value of the two-sided test. The p-value for the two-sided alter-
native HX : L6 >0 or L"'6 <0 with at least one inequality strong, can be obtained by

defining 5% =max |s;| =max |s;*| and
Fi(Se-1,8¢) =Pr(|si] <d, ..., |s¢| <d|Sk-1,5k),
=Pr(d;* <S8 <d;,....d;" <Sk <di|Sk-1,5), k=2,....a.
Software for these calculations is provided on the author’s website.

(e) Comparison of computing time. In Table 7.5 we give the number of conformable
sequences and the computing time of probabilities by the methods with or without
recursion formula to the outcome y; =2, i=1,...,a, for some a assuming a Poisson
model. The asterisk (x) implies an estimate by log linear extrapolation. The number
is easily explosive at around a = 15, and the naive calculation method soon becomes
infeasible.

7.3.3 Cumulative chi-squared test for convexity hypothesis

An important application of the convexity and concavity tests is a directional
goodness-of-fit test of a dose—response model. For this purpose, the cumulative
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Table 7.5 Number of conformable Poisson sequences and computing time of
probabilities.

Computing time

a Number of sequences Recursion formula Naive method
5 55 <ls <ls

6 252 <ls <ls

7 1,242 <ls <ls

8 6,375 <ls <ls

9 33,885 <ls <ls

10 184,717 <ls 4s

11 1,028,172 <ls 35s

12 5,820,904 <ls 268 s (4 m 28 s)

13 33,427,622 <ls 2,062s (34 m 22 s)
14 194,299,052 <ls 15,793 s (4h 23 m 13 )
15 1,141,190,188 <ls 1.5 d

20 4.1%10"%* ls 1x10%y

30 8x 10" 8s 1x10"y

40 1x10°"™ 45 1x10%y

CPU: Intel i7 4770 3.4 GHz, OS: Windows 7 Professional, Compiler: Delphi (Pascal).
s: seconds, m: minutes, h: hours, d: days, y: years.

chi-squared statistic is proposed. It is denoted by y'? and defined by the sum of
squares of the standardized components of the key vector: y'2 = $"9725:2. Its null dis-
tribution is well approximated by a constant times the chi-squared distribution d;(j%,
where constants d and f are determined by adjusting the first two cumulants:

df=E{Si D5 =a-2

-2 x *2 2
2d2f=E{ Z:lsk4+22215k<13a—2(sk2s12)}_(a_z) .

The calculation of the joint moments can be carried out by extending the formula
in Section 7.3.2 (4) (a). If necessary, an improved formula has been obtained by
Hirotsu (1979) which adjusts the first three cumulants. For the 2"? -test of the nor-
mal case in Section 6.5.4 (5), a diagonal matrix D was introduced for standardi-
zation. In the more complicated case of LZ/ here, such a matrix is not available
and a simple sum of squares of s; is employed. However, the characteristics will
not change greatly.
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Table 7.6 Mortality by sex of donor and degree of erythroblastosis.

Number of:
Degree of disease Sex of donor Deaths Survivors Total
None M 2 21 23
F 0 10 10
Mild M 2 40 42
F 0 18 18
Moderate M 6 33 39
F 0 10 10
Severe M 17 16 33
F 0 4 4

Example 7.6. Directional goodness-of-fit test for a logit linear model

(1) max acc. £2. The data in Table 7.6 are taken from Allen et al. (1949). Erythro-
blastosis is a disease in certain newborn infants, and can sometimes be fatal. It is
caused by the transmission of anti-Rh antibody from an Rh— mother into the blood
of an Rh + baby. One form of treatment is an exchange transfusion, in which as much
of the infant’s blood as possible is replaced by a donor’s blood that is free of anti-Rh
antibody. Of a total of 179 cases in which this treatment was used in a Boston hospital,
no infant deaths occurred in the 42 cases in which a female donor was used, whereas
there were 27 infant deaths out of the 137 cases in which a male donor was used.

Cochran (1954) carried out a detailed analysis of the apparent difference between
the male and female donors, and proved the difference to be highly significant. There-
fore, a separate analysis is necessary for males and females. In this case, however, the
interpretation for female donors is obvious, since there is no infant death and a detailed
analysis of the association between deaths and the degree of the disease is required
only for male donors. Then, if the interest lies in the dependence of the death rates
on the degree of the disease, a common procedure for dealing with this type of data
is to assume a logit linear model

log {pi/(1=pi)} =Po + P xi (7.30)

ni\ y i~y

under the binomial distribution
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since the linear model in p; easily goes out of the range [0,1]. However, the goodness-
of-fit of the model (7.30) should also be confirmed before application. Then, the con-

vexity and/or the concavity test is useful as a directional goodness-of-fit test for the
linearity of model (7.30). The problem can be dealt with by taking

i=log{p:/(1-pi)} a(0;)=n{1+exp ()} b(y;)={y!(ni—yi)1} "
Si=Si-1_Si-1=Si2), S$i=S8i-1 Sic1=-Si—2 -
= - XS n— - ! .
Xi+1—Xi Xi—Xi-1 Xi+1—Xi Xi—Xi-1

In this case the initial value of C;(S;,S;+1) is

S S -
Ci(S1,8,) = { (xz—l)q) I'x (nl_xg—lxl) !}
S-S S S-S 8 -
X - I'x np— - ! .
X3—X) Xp—X| X3—Xp Xp—X|

The degree of disease is given by an ordinal qualitative measure in Table 7.6 and ten-
tatively defined as x; =i here. Since this is a binomial case, the inequality (7.23) is
applied instead of (7.22) in executing the recursion formula (7.28). Then, the two-
sided p-value 0.076 is obtained by the formula of Section 7.3.2 (4) (d).

(2) Cumulative chi-squared y'2. The cumulative chi-squared is obtained as
x?=8.545 with d=1.311andf =1.526. The p-value is 0.023 by the chi-squared
approximation. In this size of data, an exact p-value is also available as 0.036 (see
Section 7.3.5 (3)). Some characterization of the power of the cumulative chi-squared
and the two-sided maximal contrast tests is given in the next section.

The result of the goodness-of-fit test suggests that the logit linear model is inappro-
priate and the use of some non-parametric test will be required.

Example 7.7. Example 7.6 continued (non-parametric test). As a non-parametric
test, the common goodness-of-fit y* for independence is 29.25 with df 3 and
highly significant at p=1.98x 107, but it cannot tell us any relationship between
the death rates and the degree of disease. Chassan (1960, 1962) proposed a particular
method of test, taking the degree of disease into consideration and extending the
one-sided test of the two-sample problem. Bartholomew (1963) claimed a defect in
Chassan’s extension and suggested the use of a y>-test as more appropriate for the
monotone alternative. It should be noted that monotony is an assumption appropriate
for the ordinal qualitative covariate, since it is invariant against spacing. However, as

mentioned in Section 6.5.1, an exact analysis by 7? is possible only in a limited
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number of cases. Then, max acc. ¢1 for the monotone hypothesis of the binomial data
in Section 7.3.1 is simple and more appropriate. For Table 7.6 it gives one-sided
p-value 1.2x 1076, suggesting a step change-point between moderate and severe.
Thus, it is one of the merits of max acc. ¢1 that it can suggest an outline of the
response curve without assuming any rigid parametric model (see also
Section 6.5.3 (1)). This implies also that the difference between males and females
is not homogeneous, suggesting a kind of interaction. For the two-sided problem
of the monotone hypothesis, the cumulative chi-squared y*? has been proposed in
Section 7.3.1 (2), which gives an approximate p-value 3.5 x 1078, whereas the exact
two-sided p-value of max acc. ¢1 is 2.5x 107, The approximation is via a constant
times the chi-squared variable adjusted for the first two cumulants. An improvement
by adjusting the first three cumulants is given in Hirotsu (1979). However, so small a
p-value by the chi-squared approximation is not precise anyway, and should be read
just as very highly significant, whereas the p-value by max acc. ¢1 is exact by counting
up all possible cases — just as for the convexity test (max acc. r2) proposed in
Section 7.3.2 (4).

7.3.4 Power comparisons

Max acc. t1 for the monotone hypothesis has been verified to keep high power
for the wide range of the monotone hypothesis. For the normal model, max
acc. 12 is also shown in Section 6.5.4 (4) to keep relatively high power in the wide
range of the convexity hypothesis, compared with linear tests. In the following we
compare the power of max acc. 12 and the cumulative chi-squared y'* with the test
of the quadratic term of the logistic regression model by simulation of 10,000
replications, assuming a binomial distribution with n; =20. We call the last test
a polynomial test according to Hirotsu and Marumo (2002). The comparisons are
made as two-sided tests in the direction of corner vectors, and also for the logistic
quadratic pattern for each of a=6and 10. The corner vectors and quadratic pattern
are as follows:

Corner -10 8 5 2 -1 -4
vector 1
Corner =20 2 24 11 -2 -15
vector 2

a=6: Corner -15 -2 11 24 2 =20
vector 3
Corner -4 -1 2 5 8 -10
vector 4

Quadratic -5 1 4 4 1 -5
pattern
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Corner -36 16 13 10 7 4 1 -2 =5 -8
vector 1
Corner -168 -28 112 87 62 37 12 -13 -38 -63
vector 2
Corner -189 -70 49 168 122 76 30 -16 -62 -108
vector 3
Corner -36 -17 2 21 40 26 12 -2 -16 =30
vector 4

a=10: Corner -30 -16 -2 12 26 40 21 2 =17 =36
vector 5
Corner -108 -62 -16 30 76 122 168 49 -70 -189
vector 6
Corner -63 -38 -13 12 37 62 87 112 -28 -168
vector 7
Corner -8 -5 =2 1 4 7 10 13 16 =36
vector 8
Quadratic -6 -2 1 3 4 4 3 1 =2 -6
pattern

Then obviously the polynomial test is most powerful for the quadratic pattern

among all the available tests. The non-centrality parameter Z(Gi—?).)z is fixed for
the power of the polynomial test to be around 0.80 for the quadratic pattern.

The simulation results are shown in Table 7.7 also for the null model, where Const.
means 6; =constant and Slope means the regression model 0; = f, + 1.

There is observed some conservatism for max acc. 2, but this is inevitable for an
exact discrete test and in the acceptable range. In contrast, the other tests become
sometimes slightly aggressive. The similarity between the corner vectors at the sym-
metric location suggests the reliability of the simulation. It is verified that max acc.
12 keeps relatively high power in the wide range of the convexity hypothesis. The
quadratic test looks very good when the change-point is located in the middle, but
not when it is at the end. Therefore, it cannot be recommended without prior infor-
mation on the configuration of the mean vector. The cumulative chi-squared y % looks
to be located between max acc. 2 and the polynomial test. It is expected since the
leading term of y'? is the chi-squared for the quadratic pattern in the expansion in
the independent chi-squared series in the balanced normal model, see (6.52). The
comparison between max acc. 12 and the polynomial test coincides very well with that
of the normal case given in Table 6.14. Another advantage of max acc. 2 is that it can
suggest a change-point.

The exact non-null distributions of max acc. ¢1 and £2 are also easily available. They
are obtained by a simple modification of the kernel function b(y;) and details are given
for the case of the Poisson distribution in Chapter 8.
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Table 7.7 Power comparisons of max acc. 12, y' 2, and the polynomial test.

Alternative hypothesis ()  Max acc. 2~ Cumulative ~ Polynomial
chi-squared  test

Const. 0.047 0.053 0.053
Slope 0.046 0.052 0.046
Corner vector 1 0.681 0.649 0.590
a=6 Corner vector 2 0.712 0.749 0.750
Corner vector 3 0.715 0.744 0.752
Corner vector 4 0.678 0.650 0.593
Quadratic pattern 0.751 0.804 0.802
Const. 0.048 0.053 0.050
Slope 0.045 0.047 0.052
Corner vector 1 0.644 0.519 0.418
Corner vector 2 0.692 0.682 0.625
Corner vector 3 0.707 0.738 0.726
a=10 Corner vector 4 0.715 0.760 0.763
Corner vector 5 0.713 0.755 0.772
Corner vector 6 0.709 0.742 0.734
Corner vector 7 0.691 0.684 0.626
Corner vector 8 0.652 0.529 0.422
Quadratic pattern 0.738 0.799 0.808

7.3.5 Maximal contrast test for sigmoid and inflection point
hypotheses

(1) Weighted triply accumulated statistics and max acc. ¢3. The sigmoidicity
hypothesis for a general unequal spacing is defined by

1 93_92 92_01 S S 1 6a_9a—1 ea—l_ea—Z
B-xi\ B-x Xx-x/) X Xa—Xao1  Xgo1—Xg—2

sig -

), (7.31)
—Xa-2

extending the convexity hypothesis of the previous section. The null hypothesis
is defined by all the equalities in (7.31), which is equivalent to
Hy: 6;=py+pxi+Prx7. Equation (7.31) can be expressed in matrix form as
0:0>0, just like equation (7.11) for the convexity hypothesis in Section 7.3.2 (1).
The explicit form of Q' and its relationship with the inflection point model are given
by Hirotsu and Marumo (2002). As the basic variables from the key vector, the
weighted triply accumulated statistics are derived after similar algebra to deriving
the weighted doubly accumulated statistics for the convexity hypothesis. They are
denoted by W, and expressed in terms of S; as
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Wk:zk (xi42—x))Si, k=1, ..., a=2.

i=1
Then the maximal contrast test is defined by
wr =maxg Wy,

where wy, is the standardized version of Wy, k=1, ..., a—3. The sufficient statistics are
Y., S.—1, and W,_, as described in Section 6.5.5, and we can derive the factorization

of the conditional probability f (Wi, ..., Wa_3 | Y, Sa-1, Wa_2) into the products of
conditional probabilities HZj fk(Wk | W1, Wiao, Wk+3). Here we employed the
notation W,_,, W,_;, W,, but actually they are expressed by the sufficient statistics
Y4, Sa-1, Wy—». The calculation is essentially the same as given in Section 7.3.2
(3), except the inequalities for W, for efficient execution of the bottom-up procedure.

Xa-1—X1

Absolute: Wa_z—{(xk+3 — Xk + 1) + (xk+4—xk+2) +---+ (xa —)Ca_z)} X Sac1

Xq—X1
X1t X2 —X1 —X2

<We< Wi 2, k=1,...,a-3.
Xg—1+Xg—X1—X2

. Xk+1FXp42—X1—X2
Relative: Wi < W,
Xk +Xg+1—X1—X2

Xea2—X, Xea3—Xa1) oot (Xg—Xao
< (06 +2 =) Wa—2+( k43~ Xk+1) (*a—=Xq 2)Wk—1,
(Xks2=Xp) + -+ (Xg—Xa-2) (Xks2=Xp) + -+ (Xa—Xa-2)
k=1,...,a-3,
0<_ 1 (Wk_Wk—l _Wk—l_Wk—2> 1 (Wk—l_Wk—2_Wk—2_Wk—3)
U X1 =X\ Xka2 =Xk kel =Xk-1 ) Xk Xeot \ Xk — Xk Xpe=Xg-2

<ng, k=1,...,a;W_,=W_1 =W, =0.

The calculation of moments and the tail probability for the sigmoid test are essentially
the same as given in the previous section for convexity, although the conditioning
variables become three, making the computation a little harder for a large sequence.
The maximal contrast test might be called max acc. £3.

(2) Cumulative chi-squared statistic ¥* >. For a directional goodness-of-fit test, the
cumulative chi-squared statistic
# -3 42
X=2T0 0wk
is proposed again as a promising test. The chi-squared approximation of its distribu-

tion is obtained in exactly the same way as given in Section 7.3.3, just by replacing s;
by wy and (a—2) by (a—3) in calculating the cumulants.
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(3) More direct method for calculating p-value in the non-explosive sequence.
If it is possible to write down all the conformable sequences in the case of a non-
explosive sample space, a simpler method for calculating p-value is available.
First, search for the conformable sequences by the bottom-up procedure, utilizing
efficiently the inequalities, and attach them to the probabilities obtained by the pro-
ducts of conditional probabilities. Then, sum up those probabilities for the sequences
whose test statistics are equal to or larger than the observed test statistic. The proce-
dure is applicable to both the maximal contrast and cumulative chi-squared tests,
and is particularly useful for a directional goodness-of-fit test of the dose—response
curve, where the sequence is usually not large. This method is employed in
Examples 7.6 and 7.8.

Example 7.8. Estimating the upper confidence bound at the lowest dose of an
inverted sigmoidally constrained dose-response curve. The data in Table 7.8 are
from Schmoyer (1984), who summarized and analyzed the experiment of Dalbey
and Lock (1982). Schmoyer gave a smoothed estimate of the dose—response curve under
the sigmoid assumption and an upper confidence bound 0.057 of the risk at the lowest
dose under an additional assumption that the response rate at zero dose is zero, which

improves a naive estimate 0.095 (= 1-0.05" 30) at significance level 0.05. Hirotsu

and Srivastava (2000) obtained an upper confidence bound 0.056 under the monotone
assumption of the dose-response curve and 0.035 under the same assumption with
Schmoyer. The proof of sigmoidicity has been, however, based on the normal approx-
imation of the binomial distribution, which might be difficult to assume for the
extremely low and high doses of the experiment. Therefore, we apply the exact
max acc. 13 test developed in this section, (1)~ (3), to obtain the p-values 0.025
for inverted sigmoidicity, 0.814 for sigmoidicity, and 0.051 for two-sided. In contrast,
the two-sided p-value is 0.056 by the cumulative chi-squared y* 2. This suggests an
inverted sigmoid departure of the response from a logit linear model. Then, the logit

Table 7.8 Results of diesel fuel aerosol experiment.

Dose x; n; Vi yiln;
8 30 0 0

16 40 1 0.025
24 40 2 0.05
28 10 5 0.5
32 30 12 0.4
48 20 16 0.8
64 10 6 0.6

72 10 10 1.0
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Figure 7.1 Fitting a logit linear regression curve.

linear regression will give a higher response rate than the true response rate at the low-
est dose, giving a conservative estimate of the risk (see Fig. 7.1). Thus we have a con-
servative upper confidence bound 0.055 of the risk at the lowest dose at significance
level 0.05 by a standard software for logit regression analysis.

It is interesting to see that several different methods suggest a rather similar esti-
mate. Then, the present method should be appealing by an exact test of the sigmoi-
dicity and the maximum likelihood estimation of only two parameters, utilizing the
whole data without any additional assumption like zero response rate at zero dose.
Other methods are utilizing only a part of data.

Finally, while accumulated statistics are very popular in statistical applications, the
use of doubly and triply accumulated statistics is rather novel and expected to have
new applications. Some of the software is provided on the author’s website.
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8

Poisson Process

Max acc. t1 and max acc. 12 for the binomial distribution can be applied almost as they
are for the change-point hypotheses in a Poisson sequence. As a real example, a
sequence of spontaneous reporting of drug adverse events caused by the administra-
tion of some compound drug for interstitial pneumonia is given in Table 8.1. The data
are the number of reportings per month from November 2003 to May 2010 at PMDA
(Pharmaceutical and Medical Device Agency, Japan) and an independent Poisson
sequence is assumed. It is a very serious problem at PMDA how to detect a significant
change of time series in as short a time as possible. Again, we are interested in detect-
ing a change-point as well as a change of general tendency. Then the first choice will
be max acc. t1.

8.1 Makx acc. ¢1 for the Monotone and Step
Change-Point Hypotheses

8.1.1 Makx acc. #1 statistic in the Poisson sequence

We assume an independent Poisson distribution Po(A;) for the observed sequence
y; and apply Lemma 6.2 for 8; =log A;. Then the standardized accumulated statistics
corresponding to (7.5) of the binomial case are

_ R -1/2 R
zk(Yk)=zk={<“a—:>A} ( —%),lml,...,a—l, 3.1)

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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Table 8.1 Spontaneous reporting of adverse events per month at PMDA.

k 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
e L1 4 1 1 1 1 30 4 1 3 0 2 4 3
kK 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
yw 3 2 4 1 4 4 2 1 2 2 1 0 1 5
k 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45
Yk 4 1 4 2 3 7 3 3 4 1 S5 4 5 6
k 46 47 48 49 50 51 52 53 54 55 56 57 58 59 60
w 2 4 9 3 4 1 1 6 3 5 8 1 1 6 3
k 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75
Y 3 1 2 3 1 3 4 3 3 5 2 2 0 4 4
kK 76 77 78 79

y 4 2 2 4

where Y, =y; + ... +yx, A=Y, /a. It should be noted that Y, is the sufficient statistic

under the null model 6,

A
=...=6,, and the conditional null distribution of Y, given Y, is

a binomial distribution

k Yo\ (R\"( K\
a Y, ) \a a
so that the conditional variance given Y, is {k(a—k)/a}A.

8.1.2 Distribution function of max acc. #1 under the null model

In this case the Markov property of #(Y%), k=1, ..., a—1 (8.1) is shown by the form
of the joint conditional distribution of Yy, ..., Y,_; given Y,. Now it is well known that
the joint null distribution of y, at A; =A is factorized in the form

1 Y, —aA Y,
e (aA) ’
a Y,
where the last part is the Poisson distribution Po(aA) for Y, and the first part is a

multinomial distribution for yy, ..., y, given Y,. This part is further factorized into
the products of binomial distributions as

l—[a—l Yiii k Yy 1 Yie1-Yx
=\ r k+1 k+1

szl{e_AAyk/yk!}z

Y,!
Hy,'
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to give the conditional joint distribution of Y,...,Y,_; given Y,. Then, the Markov
property of Y, follows immediately from Lemma 7.1. The recursion formula (7.10)
for max acc. #1 is valid as it is, except that the conditional distribution is now a bino-

mial distribution
Yis1 k Yy 1 Yiv1 =Yk
Y, Y, = —_— — .
el Yerr) ( Y, >(k+1> <k+l)

Example 8.1. Change-point analysis of Table 8.1. Max acc. t1 is applied by the
estimate of A=2.835. The observed maximum is max t(Yr)=3.497 at April
2006 (k=29) with p-value 0.0096 by the recursion formula (7.10). It should be
noted that large 7,(Y;) suggests a shift of mean between k and k+ 1, and we call
this a change at k+ 1. Therefore, max acc. f1 suggests a shift of means at
k+1=30. Then it is interesting to confirm whether it changed to a decreasing
tendency at some point after that time (k+1=30) by an appropriate action. For
this purpose, max acc. 2 for the concavity hypothesis can be applied (see
Section 8.2.1).

8.1.3 Max acc. #1 under step change-point model

In the change-point analysis, it is also of interest to make a statistical inference on the
step change-point k. For this purpose, the non-null distribution is obtained first.

(1) Non-null distribution. For the normal model, the maximal accumulated statistics
have been derived as efficient scores for the step change-point and slope change-point
models in Sections 6.5.3 (1) (b) and 6.5.4 (3), respectively. In this section we develop
the non-null distribution for the step change-point model in the mean of a Poisson
sequence:,

9,':10g/\,'=6, i= 1, "',k,
M, (8.2)

9i=10gAi:9+A, i:k+1, o d.

Now, it is an easy calculation to obtain the factorization of the joint conditional dis-
tribution given Y, under model (8.2) as

Gy | Yar &) =TIZ{f (Vi Yis1), (8.3)
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where

Yi+l l Yi l yi+l_Yi
X(Yi|Yie1)= — — yi=1, .. ,k=-1,
fr (¥il¥iar) ( Y, )(i+1> <i+1) !
) ~ Yi+1 i Y; 1 Yir1=Y; _ .
fi (YiYi+l)=Ci+]1(Yi+1,A)( Y, )(H—l) (m> e Tk i=k,
Yii1 i Y; 1 Yie =Y .
fi*(YiYi+1)=Ci_+11(Yi+l,A)Ci(Yi,A)( Y, ><m> (m) Ji=k+1,...,a-1

with C;(Y;,A), k+1<i<a, normalizing constants. It should be noted that in
Section 7.3.1 (1) under the null hypothesis of the step change-point model, the coeffi-
cients C; are known and need not be calculated numerically. For the non-null distri-
bution where such a coefficient is unknown, we can apply a similar recursion formula
to calculate these constants as employed in Section 7.3.2 (2) for the doubly accumu-
lated statistics. The method is particularly useful for obtaining a distribution further
conditioned on Y} to obtain a confidence region for a change-point in the next section.
The method is also systematically extended to the slope change-point model in
Section 8.2. Now we express f*(Y;|Y;.1) as

£ lYia) = G (Y )GV (Yir = X)) k=1,
R Yl Yis1) = Cly (Yerns A)Ck<Yk)e_ykA{(Yk+l_Yk)!}_l, i=k, (8.4)

(YY) = Cili (Yier, A)Ci(Yi, AY{(Yie1 =Y)1} L i=k+ 1,01,

by changing the definition of the coefficients C; slightly, and calculate the constants
recursively starting from C; = 1/Y;! by

Ci1(Yir1) =3y CGY){(Yier =¥}, k=1,
Cir1(Yir1, A) =32y, Cr(Ye)e A { (Ve —Yk)!}‘l, i=k, (8.5)

Ci+1( i+1> ) ZY (Yl, A){( l+1_YA)-}_lai=k+la"'7a_1'

The recursion formula (7.10) is valid as it is again, by substituting the conditional
distribution (8.4), and gives a useful method for calculating the power at given A.
Equation (8.4) shows also that the accumulated statistic Y is the efficient score with
respect to A for the step change-point model (8.2).

(2) Confidence region for a step change-point. We have given the confidence inter-
val on the amount of change A in the sections of Chapter 6. However, in Example 8.1
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we are also interested in the confidence region on the change-point k + 1. As usual, it
is obtained as the set of K + 1 that are not rejected at level a by the test of the null
hypothesis on the change-point,

HE D k+ 1=K +1, (8.6)
against the alternative hypothesis
HE Vi k+1#£K+1

asserting K+ 1 not to be a change-point. An appropriate test statistic is again
max; (Y, of (8.1), but the maximization is with respect to k=1,...,a—1,
k # K and its null distribution should be defined under the null hypothesis Hf *'. This
statistic is asymptotically equivalent to the likelihood ratio statistic by Worsley
(1986). In this case the null distribution contains a nuisance parameter A. However,
according to Worsley (1986), we can make the inference free from A by conditioning
on the sufficient statistic Yx under HX*!. The conditional null distribution is most
easily obtained by running the recursion formulae (8.5) and (7.10), fixing Yy at the
observed value. This is easily done by altering the inequality for restricting Y to
the one point of the observed value in running the recursion formula for calculating
power in Section 8.1.3 (1). Then, the confidence region eventually collects those K + 1
for which 7x(Yx) is sufficiently close to the observed maximum max; #(Y;). Worsley
(1986) proposed a different recursion formula considering independent Markov pro-
cesses for both sides of the assumed change-point. However, our method is most easy
to extend to the second order Markov sequence in Section 8.2. An all in one program
for p-value, power, and confidence region is given in Hirotsu and Tsuruta (2017).

Example 8.2. Example 8.1 continued. We test the null hypothesis (8.6) for
K=1,...,a—1, applying the recursion formulae (8.5) and (7.10), and collect those
K + 1 with two-sided p-value larger than or equal to 0.10. Then the confidence region
at confidence coefficient 0.90 is obtained as an interval 27 <K + 1 <43.

8.2 Max acc. 2 for the Convex and Slope
Change-Point Hypotheses

8.2.1 Max acc. 2 statistic in the Poisson sequence

The max acc. 2 method based on the statistic S, has been developed in Section 7.3.2,
assuming a discrete univariate exponential family and that all the procedures for a
binomial distribution are valid also for a Poisson distribution with only a slight
modification. The function b(y;)is changedto (y;!)™', so that we use the function
b(ye) ={(Sk—28k-1 +Sk_2)!}_1 in the probability calculation of Section 7.3.2 (2),
since the data are taken every one-month interval. The formulae in 7.3.2 (2) ~ (4)
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are all valid, including the conditional distribution of (7.16), except that 7y, is not
necessary in equation (7.23).

Example 8.3. Example 8.1 continued. In this example we are interested in testing a
downturn tendancy and therfore perform a concavity test based on —s,. A downturn is
detected at October 2007 (K +1=48) with observed maximum -s’ =2.858 and
p-value 0.0093 by the formula given in Section 7.3.2 (4) (c).

8.2.2 Max acc. £2 under slope change-point model

(1) Non-null distribution. In this section we consider a slope change-point model at
X=Xi+1 assuming general unequal intervals,

0i=1og A =Py +Bixis i=1, . k+1,
0;=logA;=py+fixi, i=k+2, ..., a,

where S + fiXi+1 = fg + Prxi+ 1. Defining Ay = 7 —f;, model M, can be rewritten as

{0i=logA,-=ﬂ(’§+Akxk+1 +(Bi=A)xi, i=1, . k+1

(8.7)
0;=logA;=p+pxi, i=k+2,...,a.

Then the conditional distribution G(y|Y,,T,,A) is obtained as

-1
G(y|Yu,Tas ) =C™! (Ya,Ta,AoH?;%{ (S’*Z_Si*l - St ) !} S8, (8.8)
Xi+37Xi+2  Xi+2~Xi+1
where the definitions of Y,, T,,, and S; are the same as in Section 7.3.2. The factori-
zation of the conditional distribution G(y|Y,, T,,A) is obtained by a slight modifica-
tion of Section 7.3.2. The idea is very similar to the previous section, and we give only
the result in the following:

Siva=Sie1 Sie1=Si \
f}*(Si\Si+1,Si+2):Ci_+l|(si+1»Si+2)Cf(Si,Sf+1){( #2700kl Si] l)!} Jl<i<k-1
Xi+3—Xi+2 Xit2—Xit1

Sksa—S Ska1—S - .
f;(susm,sm=C;11(Sk+1,sk+z,Ak)ck<sk,sk+1>{<"*2 kil Sl k)!} S =k,
Xk+3=Xk+2  Xk+2—Xit+1

F2(SilSis1,Si42) =C

i+1

Siva=Sici Sin1=Si \,\"'
(S,-+1,5,-+2,Ak)c,-(s,-,s,-H,Ak){( 2ol S >'} k+l<i<a-2.
Xi+3=Xiy2 Xiz2—Xit

We can calculate the normalizing constants recursively, noting the change of
kernel for calculating Ck‘l 1 (Sk+1,Sk+2, Ay) ati=k. The overall constant C(Y,, T,,, Ay)
is obtained at the final step. It should be noted that the initial value of the normalizing

constant is
S /8-8 S -
Xp—X| X3—Xy Xp—X|
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If the change-point is at x=x,, then the recursion formula starts from the second
equation. Equation (8.8) shows again that the accumulated statistic Sy is the efficient
score with respect to A, for the slope change-point model (8.7).

(2) Confidence region for a slope change-point. The confidence set of the change-
point x; ;. is obtained as the set of xg ;| that are not rejected at level a by the test of
null hypothesis on the change-point,

HY ' X =Xk 41,
against the alternative hypothesis,
H{* " i X1 # Xk 41

asserting for xx ;1 not to be a change-point. An appropriate test statistic is again the
maximal standardized statistic of S; in Section 7.3.2, but the maximization is with
respect to k=1,...,a—-2, k# K and its null distribution should be defined under the
null hypothesis Hy**'. Again we make a conditional inference given the sufficient sta-
tistic Sx under Hy**' to be free from the nuisance parameter Ag. The conditional null
distribution is most easily obtained by running the recursion formula fixing Sk at the
observed value. This is just as in Section 8.1.3 (2).

Example 8.4. Example 8.1 continued. Applying the recursion formula for
K=1, ....,a-2, the confidence region at confidence coefficient 0.90 is obtained as
an interval 35 <xg . <58.

The non-null distributions of max acc. #1 and 72 in this chapter can be applied to
the binomial distribution by a simple alteration of the kernel function as given in
Example 7.6.
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9

Block Experiments

The role of the block factor has already been mentioned in Sections 1.6 and 5.1.3. In
this chapter we discuss a general a-sample problem and non-parametric tests in block
experiments.

9.1 Complete Randomized Blocks

In comparing a treatments, we prepare b blocks and randomize a treatments in each
block. We assume no-interaction between treatment and block, so that the statistical
model is expressed as

yi=ai+fi+eyi=1, .., a,j=1,..,b, (9.1)

where o; denotes the treatment effect, f3; the block effect, and the error e;; are distrib-
uted independently and identically as normal N(0, 6°). Let y be a column vector of Yij
arranged in dictionary order, and model (9.1) be expressed in matrix form as

y=Xa+Xsf+e,

j, 0 - 0 I,
/ / 0j, - 0 I,
wherea= (a1, ...,a, ), p=B, .. .0 ) s Xa= ) ,and X =
00 - j,l.. I |,

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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with n=ab. This is a simple linear model, and we can derive an analysis of treatment
effects a with a nuisance parameter . However, we can also derive a standard form by
an orthonormal transformation

n—l/Zjlf1
e,
a”'?Pi X},
Q/
Then it is a matter of simple algebra to derive
z] [0 (a+p)
/ Za bl/zPiza /
My= = +Me. 9.2)

2p a'’P,p

Ze 0

In equation (9.2) the estimable functions are nicely separated, which leads to the par-
tition of sums of squares:

1My | =y =353
—1/+ 2 - 2 - 2 2
=07 )"+ b X + 0 P X P + 10
- - - - - 2
=2 (bR )+ (a7 R en ) + @

=S, + S, + S + S,

(9.3)

where S, is for a general mean and sometimes called a correction term (CT). In con-
trast, the total sum of squares is obtained as

Sr=3 vy /n (9:4)
and S, is calculated by
Se=87-8a—Sp 9.5)
with df ab—a—b+ 1. The unbiased variance is obtained as
6°=S,/(ab—a-b+1). (9.6)

The components Sz and S, in equation (9.3) partition the error sum of squares of a
one-way layout into two parts. In other words, S, (9.5) is obtained by eliminating
block effects S; from S, in Section 6.1. Sy is nothing but Sy in (6.3), and S, is Sy
in (6.4) with n;. =b. The non-centrality parameter of
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Table 9.1 ANOVA table for block experiment.

Factor Sum of df Mean squares F Non-
squares centrality
Main effects A S, (9.3) a-1 Sao/(a—1) F 9.7 Ya (9.8)
Block effects B S;(9.3) b-1 Sp/(b-1)
Error S.(9.5) ab-a-b+1 §,/(ab—a-b+1)=6> (9.6)
Total Sr(9.4) ab-1
Sa/(a—1)
=4 7 9.7
S./(ab—a-b+1) ©7
is
Ya=bY(@i-a)’ /o, 9.8)

which is the same as y (6.6) of a one-way layout when the repetition number is b.
These results are summarized in ANOVA Table 9.1.

Thus, the structure is the same as a one-way layout, except that the error sum of
squares has the block effects S; subtracted. Therefore an overall homogeneity test,
Scheffé, Tukey, and Dunnett-type multiple comparisons, and directional tests are per-
formed in the same way as for a one-way layout using the unbiased variance 5% (9.6).
However, if there is a missing value, then the structure becomes unbalanced and we
have to go back to a general linear statistical inference.

Example 9.1. Measurements of enzymatic activation. The data of Table 9.2 are for
evaluating the methods A; and A, to measure enzymatic activation (Hirotsu, 1992).
Two samples from each of eight lots are evaluated by A, and A,, respectively. From
the totals given in Table 9.2, we easily obtain

Table 9.2 Measurements of enzymatic activation.

Lot j
Method i 1 2 3 4 5 6 7 8 Total (y;.)
1 434 431 454 441 428 420 448 432 3488
2 430 436 441 434 423 410 442 432 3448

Total (y;) 864 867 895 875 851 830 890 864 6936 (=y..)
Difference 4 -5 13 7 5 10 6 0 40 (=y1.—-y2)
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Table 9.3 ANOVA table for measurements of enzymatic activation.

Factor Sum of squares df Mean squares F Non-centrality
Main effects A 100 1 100 6.36" Yo (9.8)
Block effects B 1510 7 215.7
Error 110 7 15.7=¢6>
Total 1720 15

Sr=1720,

S, =100,

Sp=1510,

Se=Sr=Sa—S5=110.

These results are summarized in ANOVA Table 9.3. The result is significant at level
0.05 compared with F; 7(0.05)=5.59.

If we ignore the variation of the lots and perform the usual ANOVA of a one-way
layout, we should have the error sum of squares

S, =S, +S5=1620
with df 14 (=7+7), which leads to the Fratio
r_ Sa/l

F= =0.86
S!/14

and no evidence is obtained for the difference between two measuring methods
because of the large variation among the lots.
On the other hand, we may apply the method for a paired sample in Section 5.1.3
since a=2. The error sum of squares for the differences is
S, =42+ (=5)"+ - +07=40%/8 =220,

with df 7. This is exactly twice the error sum of squares S, here. It corresponds to the
fact that the variance of the differences y;; —y;, is 26°. Anyway, we have the #-statistic

40/8
t= 7/ =2.523,

/220/(8-1)

whose square exactly coincides with F in Table 9.3. Thus it has been verified that the
method of this section coincides with the method for a paired sample when a=2.
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9.2 Balanced Incomplete Blocks

When an experiment requires a long time or a large space, it will be impossible to carry
out a complete set of a experiments in a block because of its capacity. The possible
number of experiments in a block is called the block size, denoted by & in this section.
The design of experiments in which k is smaller than the number of treatments a is
called an incomplete block design, where a complete set of treatments cannot be per-
formed in a block. Among various incomplete block designs we consider here only the
balanced incomplete block design (BIBD), which satisfies three conditions:

1. a treatments are replicated an equal number r times;
2. b blocks are of equal block size k;

3. every pair of treatments occurs simultaneously in the same number 4 of blocks
—A is called an association number.

Under these conditions, the number of experiments satisfies
n=ar=>bk.

A treatment appears in r blocks and in each block it meets with k—1 other treat-
ments. In contrast, it meets A times with each of the other treatments, which leads
to an equation

Ma—=1)=r(k-1). 9.9)

It should be noted that equation (9.9) is a necessary condition for a BIBD and not a
sufficient condition. The BIBD is expressed by an incidence matrix N(axb) com-
posed of 0, 1 elements, where every row represents treatment, every column repre-
sents block, and the (i, j) element is unity if the ith treatment occurs in the jth
block and 0 otherwise. An example of the incidence matrix for BIBD
(a=8,k=4,b=14,r=7,A=3) is given below:

(10101010101010 ]
10100101100101
10011001011001
10010110010110
N= : (9.10)
01010101101010
01011010100101
01100110011001

(01101001010110 |4,
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It is observed in the incidence matrix (9.10) that every row contains seven unities,
every column four unities, and every pair of treatments appears in three blocks simul-
taneously. It is easy to understand the equation

P y)
ArA---4
NN'=
Adeeeen. r

The structure of the datum y;; of the ith treatment in the jth block is
y,-j=a,-+ﬂj+e,-j,i=1,...,a,j=1,...,b, 9.11)

where the error e; are distributed independently as normal N(0, 6%). Let y be a column
vector of y; arranged in dictionary order, and the model (9.11) expressed in matrix
form as

y=X,a+Xyf+e 9.12)

where a=(ay, ...,a,), = (B, ....3,)" as before. Noting X X, = rIa,X’ﬂX/; =kI, and
N=X/Xy, we can derive a standard form for BIBD. It should be noted that in the
complete randomized blocks of Section 9.1, X/ X; is an ax b matrix with all the
elements unity.

First we derive a normal equation (2.27) for the linear model (9.12) and eliminate
the block effects f# to obtain the adjusted equation (9.13) for treatment effects a:

A'X,a=Ay, (9.13)
A =Xa—k—lxﬁx;gxa.

It should be noted that A is expressed as
-1
A= (I-My)Xa My, =Xy (X}X) X,

that is, A is an orthogonal projection of X, onto the orthogonal subspace of X, thus
eliminating the block effects . The equation A’X s =0 is obvious and equation (9.13)
is called an adjusted equation.

An a x a matrix

A'A=rl,-k"'NN'

has an obvious eigenvalue zero with related eigenvector j, and the eigenvalue Aa/k of
multiplicity (a—1). The (a—1) eigenvectors of Aa/k can be expressed by the columns
of P,. Then we can define (a—1) orthonormal vectors

(ha/k)'PPA".
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The matrix N’ N has the same non-zero eigenvalues with NN, and in particular the
eigenvalue (r—2) of multiplicity (a—1) with related eigenvectors P/, N. It has further a
zero eigenvalue of multiplicity (b—a) with related orthonormal eigenvectors Q,, sat-
isfying NQ,=0, where Q, is a bx(b—a) matrix. Finally, we can define an
nx (n—b—a+ 1) orthonormal matrix Q, which is orthogonal to X,, and X and yields
the error part. In summary, we have an n x n orthonormal transformation

] ) ]
{k(r-2)}""*P.NX},

M = k120X

(da/k)~"/P,A’

Ql
which leads to a standard form
ER (ra. +k )/ Vi ]
Zp(a) {(r=2)/k}'*P.a+{(r-2)/k}""*P.N
2=My=| z |= K'20.p +Me. (9.14)
Za (Aa/k)' P
[ Ze ] L 0 |

The sum of squares is expressed as
1My ||* = |ly||* =CT+S7,
where CT=y?/n and
Sr=Y Y-y ©15)
The partition of the total sum of squares Sy is obtained as
Sr=8p+Sa+Se,
where
Sp=lzptw|I” + lzpl* = X% k= /m, (9.16)
Sa=llzall* = (Aa/k) |4y, 9.17)

Se=llzll* = 1Q'yI* = S7~S.~Sp. (9.18)
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Equation (9.16) is derived since X;jy is a vector of y.; and the rows of
[(r—@"/sz]
Q/b (b-1)xb

are orthonormal to each other and also orthogonal to j,.
The unbiased variance is

6°=S,/(n—a=b+1) (9.19)

with df (n—a—b+1). The F-test for the homogeneity of treatment effects is con-
structed from S, and S, as

Sa/(a=1)
F=—F———— .20
S./(n—a-b+1) ©-20)
with non-centrality parameter
va=(a/k)||Pal/o” = Ga/k)a (I,~a” e/’
(9.21)

:(Aa/k)zi(a,-—d)z/az.

These results are summarized in the ANOVA Table 9.4.

The term ‘unadjusted’ for block effects implies that the treatment effects are
involved in the non-centrality, whereas the block effects have been eliminated from
Sq The S, here is just like S, in the one-way layout of Section 6.1, or (9.3) of the
previous section with repetition number Aa/k. The ratio of Aa/k to the actual repetition
number r is therefore called the efficiency of BIBD. Further, the estimators of the
contrasts

Pa=(la/k)”'PAly

Table 9.4 ANOVA table for BIBD.

Factor Sum of df Mean squares F Non-
squares centrality
Block Sz (9.16)  b-1 Sp/(b-1) Unadjusted
effects B
Treatment S, (9.17) a-1 S/ (a—1) F (9.20) 7o (9.21)
effects A
Error S,(9.18) n—a-b+1 Se/(n—a—b+l):62 9.19)

Total Sr(9.15) n-1
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are mutually independent with equal variance (Aa/k) ™62, so it is very easy to make
multiple comparisons or isotonic inference.

Example 9.2. An experiment on the efficacy of eight antibiotics in blocks of size
four. Since a petri dish can contain only four treatments, we employed a design of
BIBD (a=8,k=4,b=14,r=7,4=3) whose incidence matrix has been given in
(9.10), and obtained the data of Table 9.5 (Hirotsu, 1976). In Table 9.5 some totals
necessary for calculating sums of squares are shown. Among them, Xy and X;,y
would be obvious. The term k~'NXpy is the total of the block average k™' X}y in
which each treatment is assigned. Then, A’y adjusts each of the treatment totals by
k™ lX},y to eliminate the block effects. For example, for treatment 1 the treatment total
is 80+79+73+80+80+79+78=549 and the block average for adjustment is
(172+ 177+ 174+ 178 + 278 + 224 + 179) /4=345.5. Therefore, the adjusted treat-
ment total is 549—-345.5=203.5. By this operation the block effects are eliminated
from the treatment effects. Now the sums of squares are obtained as follows:

Sr=80.25%+79% +--- + 12224932 /56 =35795.98,
Sp=(172%+-- +183%) /4-2493% /56 = 6466.23,
S, = {203.52 b d (- 198.75)2}/6= 29056.29,
Se=Sr—S,—S;=273.46.
The unbiased variance is
6°=S,/(n-a-b+1)=273.46/35="7.81.
These results are summarized in the ANOVA Table 9.6. The result is highly
significant.

There is no difficulty in performing the multiple comparisons of treatment effects.
Note again that

P.a=(la/k)"'PAly=P.a+(la/k)"'PA'e, P,A'e~N{0,(a/k)c*I,_,}.

Hence, simply consider A’y as a treatment total with an effective repetition number
n. = Aa/k, which is six instead of seven in this example. In applying Scheffé type mul-
tiple comparisons to a contrast L'a, we simply employ a point estimate n; ' L'A’y with
variance ne‘lL' Lo?, which leads to a simultaneous confidence interval

L'a~n; LAy \/n16%(a=1)(LL)F o1, 1ampr ().



Table 9.5 Efficacy of antibiotics.

Petri dish Total

Antibiotic 1 2 3 4 5 6 7 8 9 10 11 12 13 14 Xy k‘lNX;,y Aly

1 80 79 73 80 80 79 78 549 345.5 203.5
2 53 52 52 56 58 57 54 382 325.5 56.5
3 31 36 33 34 32 35 34 235 296.75 —61.7
4 8 16 13 10 1 10 12 70 271.75 201.75
5 75 75 81 81 80 78 71 547 351.5 195.5
6 56 52 59 53 60 55 57 392 327.5 64.5
7 40 36 30 35 30 32 38 241 298.75 -57.75
8 15 10 9 13 8 10 12 71 27575  -198.75

X;y 172 186 177 179 174 176 178 184 278 71 224 132 179 183 2493 2493 0.00
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Table 9.6 ANOVA table for the antibiotic data.

Factor Sum of df  Mean squares F Non-
squares centrality
Block effects B S3=6466.23 13 S;/(b-1) Unadjusted
Treatment S,=29056.29 7 41509 53149y, (9.21)
effects A
Error S, =273.46 35 8,/(n-—a-b+1)=56"=7.81
Total Sr=3579598 55

IfL=(10011000-3), for example, we have 199.5 + 18.73 at confidence coef-
ficient 0.95.
For pairwise comparisons by Tukey’s method, we use

a—ay * \/;;;2‘1% n-a(@).

The analysis explained above is based on the treatment differences within a block
and called an intra-block analysis. In contrast, if random effects are assumed for the
blocks with expectation zero, the component z,) also has information on P, with

larger variance than the intra-block analysis caused by {(r—21)/k}~ v 2P’aNﬁ in equa-
tion (9.14). There is still a possibility of improving the intra-block estimator of P/ e,
called a recovery of inter-block information.

9.3 Non-parametric Method in Block Experiments

9.3.1 Complete randomized blocks

(1) Two-sample problem of the binary data. We consider a paired two-sample
problem of the binary data. We compare two drugs, where the outcome is success
(1) or failure (0). If the outcome is sensitive to various conditions of subjects such
as sex, age, body weight, and so on, an overall randomized experiment will suffer
from those variations. Then, to reduce the noise in comparisons, the two drugs are
assigned to the matched pair with respect to those noise factors. The matched pair
can also be the two places of skin of a subject in the test of pasting drugs, or the
two data of the same subject in a cross-over clinical trial. In this case the matched pair
is considered to be a block of size two. In the case of the normal distribution in
Section 5.1.3, the treatment difference within a block has been analyzed. Similarly,
we define the difference within a block based on a logit model in this section. As
an example we consider the data of Maxwell (1961), where the effects of depression
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Table 9.7 Data structure of the jth matched pair.

Data Model
Subject Success 1 Failure 0 Total Success 1 Failure 0 Total
Not depersonalized 1 Yij 1y 1 D1 1-py; 1
Depersonalized 2 V2 1=y 1 D2j 1=py; 1
Total v 2-y, 2

treatment change between subjects, depersonalized or not. The treatment effects are
compared on 23 matched pairs. The data structure of the jth matched pair is given in
Table 9.7.

We assume a binomial distribution B(1, p;)) for y;, i=1, 2, in Table 9.7. Then, the
probability of the jth table is given by the products of two binomial distributions and
the probability function for the whole data is

. . . -y,
Pr(Yy=y;i=1,2,j=1,...,23) =H,-Hj{p§j (1-pg) }
We model the treatment effect by a difference A in the logit model as
log{py/(1-py) } =p;+A, (9.22)

log{pay/ (1-p2) } = ;- (9.23)

As usual, we assume here that there is no interaction between the treatment and the
block. Under the null hypothesis of interest

Hy: A=0 (9.24)

the sufficient statistics are obviously y,;, j=1, ..., 23. Therefore we can consider the con-
ditional distribution of y;; given y.;. By substituting (9.22) and (9.23) into the probability
function, the jth conditional distribution is known to be proportional to e v,y1;=0, 1.
However, when y,;=0o0r2, y;; is uniquely O or 1 and we can consider only the case
v,;=1, which yields the two types of unlike pair as in Table 9.8. For the unlike pair,
the conditional distribution of y;; given y.; is

e e

=—="7",1;=0,1, 9.25
ZhjeAylj 1+ eA ylj ( )

where the summation is for y;;=0and 1. Finally, the probability function of the whole
data is obtained by the products of (9.25) as
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Table 9.8 Unlike pair.

Type 1 Type 2
Subject Success 1 Failure 0 Total Success 1 Failure 0 Total
Not depersonalized 1 1 0 1 0 1 1
Depersonalized 2 0 1 1 1 0 1

Table 9.9 Maxwell’s data.

Depersonalized
Not depersonalized Success Failure Total
Success X1 X2 X1.
Failure X1 X2o X7.
Total X1 X2 X..

eA t 1 r—t
PI‘{Y]j:ylj‘y-j:Lj:L -~~323} = <1+6A> <1+eA> ’

where r is the number of unlike pairs and # is the number of y;; = 1 among unlike pairs.
Then, the sufficient statistic for the parameter A of interest is ¢ and its distribution given r
is a binomial distribution with probability p=e® /(1 +¢2):

Pr(T=1]r) = <:)ﬁ

Under Hy (9.24), p=1/2 and therefore the test reduces to testing the null hypothesis
Hy : p=1/2 based on #, which is distributed as B(r, p). This test is called McNemar’s
test. It should be noted that the data are summarized as in Table 9.9, where the number
of unlike pairs is r = x|, + x|, among which the number of (ylj = 1) is t =x13. Then, the
p-value is evaluated as a binomial distribution B(r, 1/2). If r and r are moderately large,
the likelihood ratio test and the goodness-of-fit test are easily derived.

Likelihood ratio test statistic : 2[¢ log (2¢/r) + (r—t)log{2(r—t)/r}]
Goodness —of —fit test statistic : (2¢—r)*/r. (9.26)

If the null hypothesis is rejected, then the confidence interval for e® or A is obtained
from the confidence interval for p=e®/(1+¢%).
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Example 9.3. Quantitative analysis of IgE antibody. Two methods of quantitative
analysis of IgE antibody — RAST and scratch testing — are evaluated within 166 sub-
jects and the result is summarized in Table 9.10 (Furukawa and Tango, 1993).
Table 9.10 is a realization of Table 9.9, where r=2 + 18 =20 and ¢ =2. The two-sided
p-value is calculated as

(22

and highly significant, suggesting a high sensitivity of the scratch method. The good-
ness-of-fit chi-squared test (9.26) gives a similar p-value 0.00035.

(2) a-Sample problem of the binary data. The response is binary as before, but
the number of treatments is a and a complete set can be evaluated in a block — that
is, the block size is a. Now we have data in the form of Table 9.11. Here, all the

Table 9.10 Quantitative analysis of IgE antibody.

Scratch
RAST + - Total
+ 85 2 87
- 18 51 69
Total 103 53 166

Table 9.11 Data structure of the jth matched pair.

Data
Treatment Success 1 Failure 0 Total
1 i 1-yy; 1
i Yij 1-y; 1
a Yaj 1 —Yaj 1

Total v a-y,; a
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y;; are uniquely determined if y;=0ora and the other cases correspond to an unlike
pair. Under the null hypothesis

Hy : All the treatments are equivalent,

the distribution of y;, i=1, ..., a—1 given all the marginal totals in Table 9.11 is a
multivariate hypergeometric distribution. Therefore, the expectation and covariance
are obtained as

E(yj)=yj/a,i=1,...;qa, 9.27)
V(i) = (vj/a) (1-y;/a),i=1, ..., a, (9.28)
Cov(yij,yi/j) = —V(y,-j)/(a—l), l<i<i'<a. 9.29)

As a test statistic it is reasonable to compare the number of successes of each treat-
ment in the unlike pair, that is, to test the homogeneity of

zi:Zj*y,-j,izl, e d, (9.30)

where the asterisk implies the summation with respect to the unlike pair. Since the data
from different blocks are independent of each other, the expectation and covariance of
t; are obtained by the summation of (9.27) ~ (9.29) as

E(t)=>_pvi/a,

V() =35 { (vj/a) (1-y,/a) },
Cov(ti, t;) ==V (t;)/(a—1)fori 7.

The variance—covariance matrix of £= (1, ...,t,)" obviously satisfies

V(Pit) = <1 + 1) V() ooy = { (a%l) V(ti)}la_l. 9.31)

a-1

Therefore, for the contrast of £ = (t1,.. .,ta)/ the variance and covariance can be calcu-
lated as if the #; were independent with variance {a/(a—1)}V(#), and this makes it
very easy to make inference based on ¢; (9.30).

(a) Cochran’s homogeneity test. The chi-squared statistic for the homogeneity test
is given by

2=l { (-2 )v@,.)}:(“z‘ggg*‘yf//j). 9.32)
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It should be noted that we dealt with the #; as if it were independent with constant
variance {a/(a—1)}V(t;), although actually they are correlated as the multivariate
hypergeometric distribution. The statistic (9.32) coincides with the statistic (9.26)
when a=2, where t, =t, t, =r—t, and Zj*y.j = ijzl =r.

Example 9.4. Cochran’s data (Cochran, 1950). The data of Table 9.12 are a sum-
mary of the culture test of diphtheria bacilli for comparing four culture mediums
A ~ D. The number of treatments and the block size are four, and there are 69 blocks.
There are five patterns of success and failure as shown in Table 9.12, among which the
middle three patterns give an unlike pair — eliminating the cases of four mediums with
all success or all failure.

From this table we easily get

D yi=3x2+43x3+2x1=17(=t),
> yi=3" %2437 x3+27x1=49,

and

, 3(2°+6>+32+6°-17%/4)

X = 17-49/4 =8.053". (9.33)

This value is significant compared with y3(0.05) =7.815.

Because of a simple covariance structure (9.31), the multiple comparison proce-
dures are also easily derived.

Table 9.12 Summary of the culture test (a=4).

Medium i Pattern of success and failure t;

1) 1 1 0 0 0 H=1x2+0x3+0x1=2
2 (B) 1 1 1 1 0 H=1%x2+1x3+1x1=6
30 1 0 1 0 0 =0x2+1x3+0x1=3
4 (D) 1 1 1 1 0 t=1x2+1x3+1x1=6
Vi 4 3 3 2 0

Number of blocks 4 2 3 1 59 (Total 69)
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(b) Turkey’s method. The pairwise difference

1 12
i) = | =—— | |t
Zj*yj_Zj* yj/a

is compared with g, ().

(c) Scheffé’s method. For any contrast > _,Lit;, L. =0,

o (a=D (L)’
Z =
(5 2) (S0i- 55 3/a)

is compared with y2_, ().

(d) Dunnett’s method. The difference from the standard

1/2
t(i;1)= <Zyjc_l§ y.%-/a) |ti—t1|/\/§

is evaluated by the method of Dunnett (1964).

Example 9.5. Example 9.4 continued. We apply Scheffé’s method to the contrast
t+t,—t;—t3 =7. The statistic is

3x (12—5)2/{4(17—‘:—9) } =7.737.

This value is very close to x3(0.05)=7.815, suggesting a difference between the
groups (B, D) and (A, C). Actually, this component explains 96% of the total chi-
squared (9.33).

(3) a-Sample problem of the ordered categorical data. Extending the approach
to binary data of the previous section, we can also develop methods for ordered
categorical data. Extending Table 9.11, the data of the kth block, k=1, ..., n, is
presented in Table 9.13, where the elements y;j take 1 if the ith treatment responds
to the jth category and O otherwise. Thus, all the row totals are unity. When
the number of categories b is equal to two, this table reduces to Table 9.11 for
binary data.

Under the null hypothesis of homogeneity

Hj : All the treatments are equivalent,
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Table 9.13 Data structure of the kth block, k=1,...,n.

Ordered categorical response

Treatment 1 ‘e Jj . b Total
1 Yk Vijk Vivk 1
i Yilk e Yijk T Yibk 1
a Yalk e Yajk e Yabk 1
Total Yk ot Vg ottt Yk a

the distribution of y;, i=1, ...,a-1,j=1, ..., b—1 given all the marginal totals y.;
and y; is again a multivariate hypergeometric distribution independent of each other
for different k. Therefore, the expectation and covariance are obtained as

E(Yijk) =Yk XYk /[y =yp/a, i=1,..., a, (9.34)

Cov(Yiu, Yiji) = (adiy = 1)y (ady —y.pi) /{a* (a=1)}. (9.35)

In particular, we note that
V(Yi) =ye(a=y) /@,
V(Y.jk) =0.

By the independence of the blocks, we obtain the expectation and covariance of Y;;. by
the summation of (9.34) and (9.35) with respect to k as follows:

E(Y;)=y,/a, (9.36)
Cov(Yy., Yiy) =>4 {(adi = D)y (ady —yi) } /{a* (a=1)}. 9.37)

For the test of ordinal effects, the score statistics
U= Zkzj (wjy,-jk) = Zj (wjy,-j.), i=1,...,a (9.38)

with weights w| < --- <wj, are introduced. From u;, a homogeneity test is easily
obtained. Also, by considering b—1 step change-point contrasts, the cumulative
chi-squared statistic is constructed.
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(a) Linear score test. It is easy to derive the expectation of U;:
b
E(U)=a"" i1 (wiyj.) =u./a.
The variance of U; is
V(U;)=w' [0‘22221 {y'jk (“511’ _yj’k) }]bxbw
-1y 2 SIxn b 2
=a Zj:l (ijj~) —a Zk=1{2j=1 (Wj)’jk)} ’
where w = (wy, ...,wb)/. Similarly, the covariance is obtained as
Cov(U;,Uy) = —(a=1)""V(U),
giving a variance—covariance matrix of U= (Uy, ...,U, ),

V(U)={a/(a-1)}V(U;)(I-a"jj').

Thus, in considering the contrast in U we can deal with the variables U; as if they
were uncorrelated with equal variance

*={a/(a-1)}V(U)=(a=1)" [zj;, (whvi ) =a™ S {0 (wiva) }2]
(9.39)

This structure is similar to (9.31) of binary data in the previous section. Then, by the
normal approximation we obtain the chi-squared statistic

1 _ a 1
)(22221':1(”1'_“)2:_<Zi=1”?_5”~2> ©.40)

with df (a—1).

As an important special case of b = a, if we take a rank within a block as score and if
further there is no tie — namely w = (1, ...,a)/ — then all the column totals y.j are unity.
In this case we have simply

o’ =na(a+1)/12 (9.41)

and the chi-squared statistic becomes very simple, which is called Friedman’s (1937)
test. It is very easy to partition y* (9.40) to obtain the statistics for multiple compar-
isons.

Turkey’s method: The pairwise difference

|ui—uy|/o
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is compared with g, ().

Scheffé’s method: For any contrast Z,Li”h L. =0,

2
F= {3 (L) }

o (Z, le)

is compared with y2_, ().

Dunnett’s method: The difference from the standard
u(i;1)= |u,~—u1|/(\/§0)

is evaluated by the method of Dunnett (1964).

(b) Cumulative chi-squared test. We apply step change-point contrast, which
implies constructing accumulated statistics as in Table 9.14. This is equivalent to tak-

ing a score like

wi=-=wy=lLwie = =wp=0

and we have the variance

1 J 1 n J :
U%I E{ijly-j»_azkzl (Ej=1y‘jk) }

Table 9.14 Accumulated data according to step change at J.

Data
Treatment 1~J J+1~b Total
J J
1 Zj:lylj‘ n= i1y n
: J J
! Zj:lyij' n=2_j=1Yi n
J J
a > i=1Va n=2j=1Yaq- n
an

J J
Total Zj:ly'j' an=) j=1Yj

(9.42)

(9.43)
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from (9.39) and the Jth chi-squared component

1

2
J_ 22; 1(2, i~ _Zle)’-f) : (9.44)

Then, the cumulative chi-squared is defined by
27=Y000 9.45)
To derive the distribution of y** (9.45), we give a matrix expression

671000 0 ?

where y is a vector of y;;. arranged in dictionary order. Then, a covariance structure of
J 7 . . . .
Uiy=>; vy and Uy =375y is required. It is obtained for J <J' as

Cov (Uy, U,»,/)zé P Zk 1{(2,{:1%) (Zf:mk)}}

1
COV(U[J, Ui’J/)= —ECOV(Uih zJ’)’ l7£l

Similarly, as in the previous section, in considering the contrasts with respect to i
we can regard U;; and Uy, as uncorrelated, that is,

Cov(Uy, Upy)=6; i

[Zley»j.—ézzzl{ (Z,{:J»jk) (E,J; ly.jk) }} ,J<J.

a—
Let us define a matrix V whose J, J' element is
1

V(I J)= ll[zzj e Z=1{(Zf=1yfk)(Zf;IYJk)}]/(“f“”)’1““/51’_1'
(9.46)
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Then the constants for the chi-squared approximation of y* 2 by d)(j% are obtained from

df =tr(I,_,®V) = (a—1)(b-1),
2d4°f =2tr(I,-1®V)* =2(a~1)tr(V?),

namely
d=tw{V*/(b-1)},
f=a=1)(b-1)/d.

As stated in the linear score test statistic, if the response category is rank without tie, all
the formulae become very simple. In this case b is equal to a and all the column totals
v« are unity. Equations (9.36) and (9.37) become

E(Y;)=n/a,
n _ -
Cov (Y,:/‘., Y,‘/j/.) = m (5,','/ —a 1) (5].']'/ —a 1).

Equation (9.39) becomes simply

n a - a 2

az:m{zjzlwf_a (o w) } 9.47)

Substituting (9.42) into (9.47), we have
2=—""_Jla-J) (9.48)

" ala-1)
, J J . )
and V(J,J')= —J/ Py instead of (9.43) and (9.46), respectively. Therefore,
a— a—

el )

Example 9.6. Coating experiment in the electrolytic bath. Four metal plates are
coated in one electrolytic bath. The purpose of the experiment is to know whether
there is any difference in the thickness of coating by the attached place of metal in
the bath — 25 places are selected, and for each point a set of four data measurements
is taken. These four data measurements are ranked in order of thickness of the coating
(Hirotsu, 1992). The data of the first block in Table 9.15 are in the form of Table 9.16
and coincide exactly with Table 9.13, where a = b and without tie. Since there is no tie,
the simple formulae can be applied.
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Table 9.15 Ranks of four metals at 25 points.

Metal
Points 1 2 3 4 Total
1 2 3 1 4 10
2 3 4 2 1 10
3 1 4 2 3 10
4 2 1 3 4 10
5 1 3 4 2 10
6 3 4 1 2 10
7 4 1 3 2 10
8 3 4 2 1 10
9 1 4 2 3 10
10 3 2 4 1 10
11 1 3 4 2 10
12 3 1 4 2 10
13 2 3 1 4 10
14 3 4 2 1 10
15 1 4 3 2 10
16 1 4 3 2 10
17 1 4 2 3 10
18 1 3 2 4 10
19 2 1 3 4 10
20 2 1 3 4 10
21 3 4 2 1 10
22 3 1 2 4 10
23 3 1 2 4 10
24 1 3 2 4 10
25 2 4 3 1 10
Total 52 71 62 65 250
Table 9.16 Data structure of the first block.
Rank
Metal 1 2 3 4 Total y;.;
1 0 1 0 0 1
2 0 0 1 0 1
3 1 0 0 0 1
4 0 0 0 1 1
Total y.j 1 1 1 1 y.1=4
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(a) Friedman’s test. We put w; =j and then u; (9.38) is nothing but the total score of
each metal, given in the last row of Table 9.15. We have

u =52, 1Z5) =71, uz = 62, Uy =65
Since ) (w}) =17 +2%+3%+4%=30, > ,w;= 10, we have 0* = 125/3 from (9.39). It
is also obtained from (9.41) simply as

2=25><4><5

=41.6667.
12

O

Putting these values into (9.40), we have finally

1 1
2 2 2 2 2 2
=— (5224717 +622+652— - x 2507 | =4.45.
d 41.6667( TERE Ay X )

This value is non-significant as a chi-squared distribution with df 3.

(b) Cumulative chi-squared test. We first prepare Table 9.17 of y;;., counting how
many times each metal obtained the ranks 1 ~4. Then, we prepare Table 9.18 of
Zf:l (vi.—25/4),J=1,2, 3, which are the components of (9.44).

From this table we obtain

72=3.00+3.48+10.04=16.52.

Noting that a = b and there is no tie, the constants for the chi-squared approximation
are obtained from the simplified formulae as

Table 9.17 Table of yj;...

Rank j
Metal i 1 2 3 4 Total
1 9 9 25
2 7 6 11 25
3 3 11 7 4 25
4 6 7 3 9 25

Total y.;. 25 25 25 25 100




Table 9.18 Table of ELI (vi.—25/4).

Rank J

Metal i 1 2 3
1 9-25/4=11/4 9+6-2x25/4=10/4 9+6+9-3x25/4=21/4
2 7-25/4=3/4 T+1-2x25/4=-18/4 T+1+6-3%x25/4=-19/4
3 3-25/4=-13/4 3+11-2x25/4=6/4 3+11+7-3%x25/4=9/4
4 6-25/4=-1/4 6+7-2x25/4=2/4 6+7+3-3%x25/4=-11/4
Sum of squares 300/16 464/16 1004/16
03(9.48) 25><1><3=§ 25x2x2=§ 25><3><1_§

4x3 4 4x3 3 4x3 4
Sum ofsquares /o2 3.00 3.48 10.04
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w(V)? 4 /1 1 1
d== =" (4o +—)=1.519,
-1 a-1\2 e e ’

f=(a-1)(b-1)/d=(4-1)*/d=5.927.

The p-value of y*? /d =10.876 is 0.089, as the chi-squared distribution with df 5.927.

9.3.2 Incomplete randomized blocks with block size two

(1) Homogeneity test. In comparing a drugs which are sensitive to subject condi-
tions, every combination of two drugs is compared by matched pair. Let the drugs
i1 and i, be compared n;,;, (=n;,;,) times, among which the number of unlike pairs
is ry;,(=ry;,). Let y;;, be the number of subjects in unlike pairs who were
successful with drug i; and unsuccessful with drug i, and y;,; be the number of
reverse cases:

Yivin ¥ Viriy = riliz(z Tiiy )
Similarly to equations (9.22) and (9.23), we assume the model for i; <i,

log{pilj/(l _pilj) } =ﬂj + Ailiz’
log{pii/ (1-piy) } =PB;.

To eliminate f;, we follow the formulation of 9.3.1 (1) and obtain the binomial dis-
tribution for y;,;, given r;,;, as

B et/ (Leb))

In this experiment we have such a distribution for all the (;) combinations of drugs.

Therefore, the data are summarized just like Table 9.19 of professional baseball league
results in Japan in 1981, where the draws are eliminated (Hirotsu, 1983b). The data
(vij, yj») at symmetric positions imply y;; victories and yj;; defeats of i against j. The
probability function is the product of the binomial distribution

Y\
H15i<jSa(ql{)CIiijCIji)‘”7rij=y5j +Yjis 9.49)
ij
where

qij:eA"//(l +eA'f'),qj,-= 1-gj, i<j,
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Table 9.19  Score sheet of the Pacific League in Japan in 1981.

Team
Team 1. Fighters 2. Braves 3. Lions 4. Orions 5. Hawks 6. Buffalos
1. Fighters * 14 7 13 16 18
2. Braves 12 * 15 8 16 17
3. Lions 16 9 * 12 14 12
4. Orions 12 17 12 * 13 7
5. Hawks 10 10 11 12 * 11
6. Buffalos 4 8 12 16 13 *

which is the percentage of victories of drug i against j. The null hypothesis of the
homogeneity of the effects of a drugs is expressed as

H()IA,'jZO < qij=qji= 1<i<j<a (9.50)

1
E 5
and called a hypothesis of symmetry in the two-way square table. Since the expecta-
tion of y; under H, (9.50) is

E(yy) = (vi+y5i) /2,

we obtain a goodness-of-fit chi-squared

{yu (v + i) 2}

=2 (v +ji) /2

(yu yﬂ)
= <i<i<a s 9.51)
ZZ] <j yzj+y]t

which is equivalent to (9.26) when a=2. The degrees of freedom are obtained by a

general formula as
) a\ a(a-1) a
=a"—a- = = .

The likelihood ratio test is obtained as

bl

2y;i
_210g’1 22217&jyl]10g( +; )
Yij *ji

which is asymptotically equivalent to y* (9.51).

(2) Bradley-Terry model. A model for probability g,
ai=v:/(vi+7;) (9.52)
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is often assumed and called the Bradley—Terry model. It is equivalent to defining the
difference A;; in log scale as

A,»jzlogyi—logyj.

This model assumes a one-dimensional scale for measuring the strength of the drug,
where each drug is scaled by logy;. Another interpretation is that each drug has a
latent variable y, which is distributed according to an exponential distribution
23 le=v/ti and drug i defeats j with victory when y; >y;. In this case the probability
that drug i defeats j is

Pr(¥;>Y;) = / / yile i xy e dyidy;
Yi>)j

—1 —(y! 1Yy,
=fn el iy =) (14 1y)

and coincides with (9.52). On the one hand, the Bradley—Terry model is equivalent to
a quasi-symmetry model in the next section.

(3) Marginal symmetry and quasi-symmetry model. The symmetry hypothesis
(9.50) is partitioned into two hypotheses: marginal symmetry H,, and quasi-
symmetry H,.

H,:q.=q;i=1, ..., a,

o 9.53)
Hy : qiiqixqui = qjiqixqij> 1 Si<j<k<a.

Marginal symmetry is obviously the symmetry of marginal probabilities. However, if
marginal symmetry holds there is still a possibility of asymmetry on the whole. When
there are equivalent transitions from i to j, j to k, and k to i, for example, marginal
symmetry holds but symmetry on the whole fails. The hypothesis to deny such asym-
metry is the quasi-symmetry H,. The degrees of freedom for H,, are

fm=a—1

= _(! 9.54
fq_ ) _fm— ) . ( )

Very interestingly, the quasi-symmetry model is equivalent to the Bradley—Terry
model. First it is obvious that if equation (9.52) holds, then equation (9.53) holds.
Next, if equation (9.53) holds then a subset K of it,

and for H,,

K : giiqjaqai = gjiqiaqaj, 1 $i<j<a (9.55)
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also holds. Since the degrees of freedom of K is also <a; ! ), K and H, are equiv-

alent. From (9.55) we easily have

qij _ q:'a/qui
Qi+ i Gia/9ai + Gja/ 90

but this is the same form as (9.52), putting y; = gia/qai- A so-called three-way deadlock
that i is stronger than j, j is stronger than k, and & is stronger than i is expressed as

qijqjkqki > 4jiqikgk;.
Therefore, the Bradley—Terry model is a model where there is no three-way deadlock.

The likelihood function under the Bradley—Terry model is obtained by putting
(9.52) into (9.49) as

rij! 1 a t
L=TIIT <;<j<q o X7 7 ALy,
yilvil  (vi+7;)

where

tizzl‘(;éi)yij’izh o da

is the total number of victories of the ith drug or team. To obtain the MLE for y;, we
impose a restriction

=M,

since the y; are determined essentially up to the ratio. Introducing the Lagrange mul-
tiplier A, we solve d{logL—A(>7,~M)}/dy; =0 to obtain

t; Tij
hos~ Ti_jep, (9.56)
Vi Zj(?é>}/i+yj

By summing up equation (9.56) with respect to i after multiplying 7;, we obtain

Zih—ZZi#m% - M
=Ziti_ZZlSi<jsarij<£]ij+q;i) -M
= Ziti_ZZLSiqsa”ij— AM=-IM=0
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That is, we have 4=0 and the equations to solve become
o

?izl'(;ei %TU}A/] =t (9.57)

Y7i=M. (9.58)

Equations (9.57) and (9.58) can be solved recursively. Let?? be the value at some step
and put it into (9.57) to obtain the estimate at the next step,

rii
Vi=tif D i ¢ 9.59)
{ (i) 7+ YJQ

Then renew it proportionally by

_ My

Vi=<;
27

so as to satisfy equation (9.58), then go back to the procedure (9.59) until convergence

is obtained. The cell frequencies are estimated by

5’;’,‘ = rijf’i/ (}A/i + f/j)'

Another iterative method of obtaining the MLE y; more directly is as follows. Let the
initial value be

$=Yi= (vi+yii) /2- (9.60)

Then apply the iterative scaling procedure to

Vi. =Yios (9.61)
Y=Y (9.62)
i + i = Vig + Vjis (9.63)

until convergence is obtained (see Fienberg, 1980 for example). Finally, we obtain test
statistics

Goodness—of —fit: y>="%", ; (y,-j—j),-j)z/jzij, (9.64)
Likelihood ratio: 4=23 3, .. log (y,-j/jilj) .

These tests are valid when some combinations are not compared by setting the cell
frequency zero and subtracting the number of those combinations from the degrees
of freedom f;, (9.54).
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Table 9.20 Fitted values to the score sheet of the Pacific League in Japan in 1981.

Team

Team 1. Fighters 2. Braves 3. Lions 4. Orions 5. Hawks 6. Buffalos
1. Fighters * 13.398 12.149  13.697 15.763 12.992
2. Braves 12.602 * 12.310  13.317 15.38 14.391
3. Lions 10.851 11.690 * 12.474 14.475 13.511
4. Orions 11.303 11.683 11.526 * 13.990 12.498
5. Hawks 10.237 10.620 10.525  11.010 * 11.608
6. Buffalos 9.008 10.609 10489  10.502 12.392 *

Example 9.7. Fitting Bradley—Terry model to the data of Table 9.19. By the
iterative scaling of (9.60) ~ (9.63), we obtain the fitted values of Table 9.20.

The goodness-of-fit y* (9.64) is 22.39" with Jq =10, which is significant at approx-
imately level 0.01, since y7,(0.01) is 23.21. The result presents evidence that the
Bradley—Terry model would not fit well, inviting a more detailed analysis on the
three-way deadlocks. We discuss multiple comparison procedures on the three-way
deadlocks in the next section.

(4) Multiple comparisons in the quasi-symmetry model. The multiple compari-
sons on treatments are the sort of row-wise multiple comparisons of a two-way table,
which will be discussed in detail in Sections 10.3 and 11.3. To define a contrast
for specifying the three-way deadlock, we re-parameterize the probability g;; in the
log linear model. We define

ay = log(q,va/qaa), /}j; = 10g (quj’/qga) s ei’j’ = IOg{ (Qi’j’qga) / (Qi’aQaj’) }
fori,j =1, ...,a—1, following Hirotsu (1983a). We further introduce

b = @y =108 (qra/qur) T =1, a1,
lui’j’ = Gi/j/ —ej/i/ = log{ (qi’j’qj’aqai’)/(qj’i’qi’aqaj’) }, 1< i/ <j/ <a-1

The conditional inference of the y; and y;; is based on the conditional distribution

1 7!
Pr (Y= yi | i, i =—(HH1~ —’)
=) = o ey My 9.65)

exp (Z,Y? Hi 220 <j iy /‘i’j’>
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where C (/ll»/, Wy j,) is a normalizing constant and y; =yy.—yyy. In the case of data type
asin Table 9.19, we can simply take y; =0. As stated in Section 9.3.2 (3), the Bradley—
Terry mode is expressed as the null hypothesis

Ko: pyy=0,1<i'<j<a-1 (9.66)

in model (9.65). To define a contrast for the three-way deadlock, let d(i, j, k) be an a*-
dimensional vector defined for a triplet (i, j, &) such that the a(i—1)+jth, the
a(j—1)+hth, and the a(h—1)+ith elements are 1, the a(i—1)+hth, the
a(j—1)+ith, and the a(h—1)+jth elements are —1, and all other elements 0 if
1 <i<j<h<aand similarly for other permutations. Let ¢ be an a*-dimensional vector
with log g;; as its a(i— 1) + jth element. Then, the row-wise hypothesis for the 7, jth row
is defined by

Ko(isj) : D'(isj)g =0,

where D'(i; j) is an (a—2) x a* matrix with d'(i, j, h), h=1, ..., a, h #i,j as its (a=2)
rows. The null hypothesis Ky(i; j) implies that the combination (i, j) does not form a
three-way deadlock with other (a—2) treatments. Since

Hij =d'(i,j,a)q,d (i, j, h)=d'(i, j, a) +d'(j, h, a)—d' (i, h, a)

for 1 <i<j<h<a,itis also obvious that the overall null hypothesis K, (9.66) is equiv-
alent to the hypotheses Ky(i; j) holding for all i # j.

To test hypotheses Ko(i; j), the distribution of y;; further conditioned on y}. can eas-
ily be derived from (9.65). Its use is, however, not practical unless a is typically small.
By a general theory for multinomials, the asymptotic conditional distribution of
¥=11s Y125 ---» Yaa)' is normal with mean (my,, my,, ..., m,,,) and covariance matrix
V,=V-VJIJ'V])" 'J'V, where V =diag (my), a diagonal matrix with my; as its
a(i—1) +jth diagonal element and J an a* x {a*~2""(a—1)(a-2)} full rank matrix
orthogonal to every d'(i, j, h). In particular, under the null hypothesis K (9.66) the m;;
are given by J; of (9.61) ~(9.63) and m;; are set to zero.

Let I'be a vector of log y;; arranged in dictionary order. Under Ko(i; /) we can expand
D (i; j)l in

D' (i;j))1=D'(i;j)V "'y +0(y7").
Since
VD' (ij)V™"y} =D'(i:/)V ' D(i3))
we have an asymptotic chi-squared statistic

)= {D )V 'y Y (D) V"D i)} D (i) y (9.67)
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with df a—2. In this calculation, m;; should be set to an arbitrary number except zero
for defining V. It is obvious that it vanishes after multiplying D'(i; j) and has no
effect on the result. The statistic (9.67) is obviously a component of the goodness-
of-fit y* (9.64). Therefore, we can conservatively compare 72(i:j) with ;(]%I (a).

For the between-groups chi-squared, let an a*-dimensional vector d'(S;, S», S3)
defined for disjoint subgroups of rows satisfy both orthogonality to every column
of J and orthogonality to every d'(i, j, h) with at least two of i, j, & taken from the same
set S;, S,, or S3. Such a vector can be obtained as the sum of all different
d/(i, J. ), i€81,jE€S,, h€S3. Then, an appropriate statistic for evaluating the asso-
ciation among three subgroups is

Z2(S1. 82, 83)={d'(S1. S0, S3)y}7 /{d/(S1. $2. $3)V,d(S1. 2. 83)}. (9.68)

This definition of chi-squared is not consistent with a single degree of freedom com-
ponent chi-squared

2 ) =1{d (i j. VY d i )V b))

The definition (9.68) is, however, to be preferred because it is orthogonal to the
between-rows chi-squared ;(2(1'; j) defined for i, j from the same set S, S5, or S5. If
the between-groups chi-squared is not large enough, we can try a two degrees of free-
dom component chi-squared in d'(S, S», S3)y and d'(S4, Ss, Se)y, where two of three
subgroups Sy, Ss, S¢ may coincide with Sy, S5, or Ss.

Example 9.8. Example 9.7 continued for multiple comparisons. Chi-squared dis-
tances between rows are calculated according to (9.67) and given in Table 9.21. The
distance x?(1;4)=14.83 elucidates 66% of the overall chi-squared 22.39 with df
15 by a single component of four degrees of freedom. Since its upper tail probability
as a chi-squared distribution with df 4 is nearly 0.005, a conservative significance
level is 0.075 by Bonferroni’s inequality. Table 9.21 also shows that teams 5 and

Table 9.21 Squared distances between teams of the Pacific League in Japan in 1981.

Team
Team 1. Fighters 2. Braves 3. Lions 4. Orions 5. Hawks 6. Buffalos
1. Fighters 0 7.84 9.59 14.83 6.24 12.89
2. Braves 0 7.53 11.00 4.52 13.17
3. Lions 0 8.53 3.27 13.00
4. Orions 0 5.24 13.84
5. Hawks 0 4.74

6. Buffalos 0
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6 are somewhat distinguishable in that team 5 will not form a three-way deadlock with
any other team and team 6 in the opposite extreme.

These considerations suggest homogeneous subgroups S; = (1, 2), S, =(3, 4), and
S3=(6), with team 5 being merged or not into any of these subgroups. The
observed values of (9.68) for the suggested four kinds of grouping are
72(S1, 82, 83)=12.25, x*{(1,2,5),(3,4), (6)} =840, »*{(1,2),(3,4,5), (6)}=
9.96, and »*{(1,2),(3,4),(5,6)}=9.96. The between-groups chi-squared
;(Z(S 1, 82, S3) elucidates nearly 55% of the overall chi-squared with only 1 df and
can explain three conspicuously large components y?{(2), (4), (6)}=10.09,
7H(1), (3), (6)}=8.26, and y*{(1), (4), (6)} =7.76. Further, if it is added by an
orthogonal component ;(2(3; 4) or ;{2(1; 2), it can elucidate nearly 90% of the overall
chi-squared. These considerations may suggest a three-way deadlock among S, S,
and S;. An interpretation is that team 6 has been too weak against teams 1 and 2,
but strong enough against teams 3 and 4. The ranking would therefore have been chan-
ged if team 6 were absent (see Hirotsu, 1983a for details).

Kuriki (1991) developed Scheffé type multiple comparison procedures concern-
ing the paired comparisons in a normal model. In particular, he derived a distribu-
tion of the largest eigenvalue of a skew-symmetric matrix based on the distribution
of the largest eigenvalue of a complex Wishart matrix by Khatri (1964). He applied
this to the data of Table 9.19 after an arcsine transformation of the binomial
probability, and obtained a conclusion conformable with those obtained in
Example 9.8.
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10

Two-Way Layout,
Normal Model

10.1 Introduction

The analysis of interaction effects is one of the central topics in ANOVA. In previous
books, however, mainly an overall F- or )(2- test has been described. Now, there are
several immanent problems in the analysis of two-way data which are not described
everywhere.

(1) The characteristics of the rows and columns — such as controllable, indicative,
variational, and response — should be taken into consideration.

(2) The degrees of freedom are often so large that an overall analysis can tell almost
nothing about the details of the data. In contrast, the multiple comparison procedures
based on 1 df contrasts as taken in BANOVA (Miller, 1998) are too lacking in power,
and the test result is also usually unclear.

(3) There is often a natural ordering in the rows and/or columns, which should be
taken into account in the analysis.

In the usual two-way ANOV A with the controllable factors in the row and column,
the purpose of the experiment will be to determine the best combination of the two
factors that gives the highest productivity. However, let us consider Example 10.3
in Section 10.3.5, on the international adaptability test of rice varieties. There the rows
represent the 44 regions — such as Niigata (Japan), Seoul, Nepal, Egypt, and Mexico —
and the columns represent the 18 varieties of rice — such as Rafaelo, Koshihikari, Belle
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Patna, and Hybrid. Then, the columns are controllable but the rows are indicative, and
the problem is by no means choosing the best combination of the row and column as in
the usual ANOVA. Instead, the purpose should be to assign an optimal variety to each
region. Then the row-wise multiple comparison procedures for grouping rows with a
similar response profile to columns are interesting. Assigning a common optimal vari-
ety to the regions in the same subgroup should be an attractive approach. As another
example, let us consider a dose—response analysis based on the ordered categorical
data in a phase II clinical trial (see Table 11.8 of Section 11.5.2, for example). Then
the rows represent dose levels and are controllable. The columns are the response vari-
ables and the data are characterized by the ordinal rows and columns. Of course, the
purpose of the trial is to choose an optimal dose level based on the ordered categorical
responses. Then, applying the change-point contrast to rows should be an interesting
approach for detecting the effective dose. There are several ideas for dealing with the
ordered response variables. These examples show that all two-way data requires its
own analysis. Indeed, the analysis of two-way data is a rich source of interesting the-
ories and applications (Hirotsu, 1978, 1983a,b, 1991, 1993, 1997, 2009; Hirotsu et al.,
2001, 2003).

10.2 Overall ANOVA of Two-Way Data

Randomized experiments are performed in all ab combinations of treatment A
(a levels) and treatment B (b levels). The purposes of the experiment are various,
as stated in the Introduction. In this section we introduce the basic concept and stand-
ard form of interaction commonly applied to all these cases. The observation in the kth
experiment of the ith level of A and the jth level of B is denoted by y;;, and we assume
a model

Vijk = Hij + €ijks i=1,...,a;j=1,...,bk=1, ..., m, (10.1)

where p;; is the expectation of y;; and the error e are assumed to be distributed as
N(0, 6 independently of each other. The number of repetitions is not necessarily
equal, but we assume an equal number m in this section and give procedures for
the unbalanced data in Section 10.5. Then the total number of experiments is
n=abm. We re-parameterize p;; of (10.1) as

ﬂij=ﬂ+ai+ﬁj+(aﬂ)ij’ (10.2)

where the (aff);; express the departure from an additive model and are one form of
interaction effect. However, the number of parameters in (10.2) is ab+a+b+1
and therefore these parameters are not one-to-one with y;;. We give a more exact def-
inition of interaction effects in the following.

Let the weighted average of y; with respect to weight w; be defined by

b _ b .
Ai=2j=leﬂij=ﬂi-7 Zj=1wj= 1,i=1,...,a.
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If factor B is the supplier of a material and the possible amount of supplied material by
supplier j is proportional to w;, such an average will make sense. Similarly, the
weighted average

Bj=2?:]vi/'tij=ﬁ<j7 Z?:]Vi= 17 j= 1,“'7 b

is defined. Further, we define the weighted average of A; or B; as

TED IV IED Saty:] (10.3)

and we call it a general mean. We define the differences
ai=Ai=p, (10.4)
p;=Bj—p, (10.5)

and call them the main effects of A; and Bj, respectively. Now, p;—pi.; is the ith treat-
ment effect of A specific to the jth level of B, and its average with respect to wj,
ijj (yij—ﬁ ,j), is nothing but the main effect ;. We define the interaction (af);; as
the difference of these two terms,

(@B) ;= (uy=H) = (i = 1) = =i~ i + s (10.6)

which is the ith treatment effect of A specific to the jth level of B, or the jth treatment
effect of B specific to the ith level of A by symmetry in (10.6). It should be noted that
all these effects depend on the weight system {v;} and {w;}. Further, defining the treat-
ment effects (10.3) ~ (10.6) is equivalent to imposing constraints

>viai=0,
ijjﬁj=07
Zivi(aﬁ)ij=07
ijj(aﬂ)ij=0
in model (10.2). Therefore, it looks as if the test of interaction effects generally

depends on how to define the constraints as the identification condition on parameters.
In this regard the following theorem is very important.

(10.7)

Theorem 10.1. Invariance of null hypothesis of interaction (Scheffé, 1959). The
null hypothesis of interaction Hgpg: (aﬁ)ij =0,i=1,...,a,j=1,..., b, is invariant for
any choice of the weight system.

Proof. We prove that if all the (af8);; are equal to zero by some weight system {1? } and
{WJ(»)}, then all the (af);; are equal to zero also by any other weight system {v;} and
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{w;}. The following formulation is due to Scheffé€ (1959). Let the effects defined by
the weight system {V?} and {w})} be 10, a?, JQ, (aﬂ)g. If (aﬁ)?j =0 holds, we have

_,,0 0 0
W= p +o; + [

For such p; we redefine the interaction (af3); by any other weight system {v;} and
{w;}. Then we have

Ai= Zf: 1 Wikij =’ +a? + ijjﬂ_o, i=1,...,q,
B;= Z?ﬂ"iﬂzj =+ Zivia? +,B](-), j=1,..., b,
p=p’+> vial + ijjﬂ?
and therefore we have surely

(aﬂ)ij =/tij— (A,‘+Bj—ﬂ) =0.

Although the definition of interaction (af); depends on the employed weight
system, it has been verified by Theorem 10.1 that the null hypothesis

Hyp: ((x/})iJ:O & py =+ p (10.8)

is a concept that does not depend on the weight system.

Theorem 10.1 is also concerned with the fact that in the original model (10.2), all
the interaction contrasts (af);—(ap);;—(ap); +(ap),, are estimable while any
contrast in «; or f; is not estimable. After imposing the constraints (10.7), all the
parameters in model (10.2) become estimable but those parameters depend on
the weight system except for interaction contrasts. It should be stressed that only
for the interaction contrasts are the constraints (10.7) regarded just as the identifi-
cation conditions. Similarly, when H 4 holds the contrasts in the main effects «; and
f; do not depend on the weight system. If the situation is like Fig. 1.2 of no inter-
action, it is obvious that the difference of effects between F, and F is the same by
any weight of the average with respect to the levels of G. In contrast, if the situation
is like Fig. 1.1, it is obvious that a large weight to G, acts in favor of F| and the
reverse if a large weight is given to Gy, thus the inference depends on the con-
straints imposed.

As stated above, an inference on the interaction contrasts does not depend on the
particular weight system. This implies that a statistical analysis may be possible with-
out any constraint on the parameters. Actually, we can take an orthonormal transfor-
mation as shown in Example 2.3 or Section 9.1.
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Let y be a column vector of y;; arranged in dictionary order and express model
(10.2) as

Y=+ X0+ Xp+Xop(af) +e,

where X, =1,Qj,,,, Xs=j, @1, Rj,,, Xop=14®j, with ® Kronecker’s product.
When m =1, the matrices X, and X coincide with those in Section 9.1. The orthonor-
mal transformation for the standard form is now

- w12, -
(bm)~' P X,

M = (am)_l/zP;,X;j ,
(m)~'* (P, @ P,)X,,
Ql
where P, is defined in (2.36) and Q' is an (n—ab) x n (n=abm) orthonormal matrix

satisfying

(04 [] X, Xp Xa/,] =0.
Finally we have a standard form

- 4 [n'Pura+B+(af))]
Zp

| | om P {a+(B), }

Z:M/y: Zp | = (am)l/ZP;,{ﬂ+ (W)(])} +Me. (10.9)
R CAALEY
L 0 |

From (10.9), z, is an unbiased estimator of zero and z, is the unbiased estimator of
the interaction contrast (P; ®P},) (af). Since no constraint is imposed, @., ﬁ,, and so
on remain in the equation. The sum of squares is expressed as

2
IMy||* = ly|*=CT +5;
and the partition of total sum of squares
b m
ST:E?:] j=1 k:])’,-zjk_y%./n (10.10)

is obtained as
St =Sa+Sﬂ +Saﬁ +S.,
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where
Sa=zall* = (bm) ™" S04 2. ~y2 /n, (10.11)
2 _
Sp=|lza||" = (am) ™' S0 1y% -3 /. (10.12)

2 -1 b -1 —Ix—b
Saﬁ=HzaﬂH = (m) Z?:l j:lyizj»_(bm) Z?:ly%_(am) Zj:ly-zj-"_y%/n’

(10.13)
Se =11QYI* = S7=Sa=Sy=Sup. (10.14)
The unbiased variance is

6°=S,/(n-ab) (10.15)

with df n—ab. The df of S is

ab—(a-1)=(b-1)-1=ab-a-b+1=(a-1)(b-1)

and the F-statistic is given by

o Sw/{a=1)(-1)} 10.16)

S./(n—ab)

with non-centrality parameter
rap=m| (P, &P, (@p)|*/o”
=mp'{ (I,—a™jj") & (I,-b7jj') bu/o? (10.17)
= S (=i =R+ w) o

When the interaction exists, it is involved in the non-centrality parameter of S, and
S If the interaction does not exist, S, and Sy are regarded as the sum of squares from a
one-way layout with number of repetitions bm and am, respectively. These results are
summarized in Table 10.1.

Example 10.1. Corrosion resistance of aluminum alloy from Davies (1954). The
data of Table 10.2 are the corrosion resistance of nine aluminum alloys at four sites of
a factory with different chemical atmosphere (Davies, 1954). At each of the sites a
plate made from each alloy was exposed for a year. The plates were then submitted
to four observers, who assessed their condition visually and awarded marks to each
from O to 10 according to the degree of resistance to attack. Since, by Davies, there is
no evidence of the effect of observers, we deal with them as mere repetitions. Thus, the
data are regarded as from 4 x 9 experiments with four repetitions. The sums of squares
are obtained as follows, based on the totals given in Table 10.2.
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Table 10.1 ANOVA table for two-way layout.

Factor Sum of squares df Mean squares F Non-centrality
Main effects of A S, (10.11)  a-1 Sqa/(a—1)
Main effects of B S5 (10.12)  b-1 Sp/(b-1)
Interaction Sap (10.13) a—1)(b—=1) Sus/(a=1)(b=1) F (10.16) 744 (10.17)
Error S, (10.14)  n—ab S,/(n—ab) =&

(10.15)

Total Sr(10.10)  n-1

Table 10.2 Corrosion resistance of aluminum alloys.

Alloy j
Site i  Observer k 1 2 3 4 5 6 7 8 9 Vik
1 5 5 5 4 6 6 1 6 7 45
2 4 5 5 4 5 3 1 5 7 39
1 3 7 7 7 7 8 5 4 17 7 59
4 6 5 4 5 7 6 3 6 7 49
Vi) 22 22 21 20 26 20 9 24 28 192 (y;.)
1 8 7 7 7 5 4 5 4 5 52
2 7 8 6 7 6 5 3 7 8 57
2 3 9 9 9 9 8 6 7 8 8 73
4 8 8 7 7 5 5 7 4 5 56
Vj. 32 32 29 30 24 20 22 23 26 238(yy.)
1 4 4 5 3 4 3 0 5 5 33
2 1 3 3 2 5 2 0 4 5 25
3 3 5 5 5 6 6 4 3 7 9 50
4 3 3 7 2 3 3 1 6 6 34
V3. 13 15 20 13 18 12 4 22 25 142(y3.)
1 6 5 6 5 6 4 4 7 5 48
2 1 3 6 5 5 4 3 6 5 38
4 3 5 5 7 6 8 7 5 8 8 59
4 5 3 5 3 5 3 3 7 6 40
Vaj. 17 16 24 19 24 18 15 28 24 185(y4.)
V. 84 8 94 82 92 70 50 97 103 757 (y..)
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Table 10.3 ANOVA table for Example 10.1.

Factor Sum of df Mean F Non-
squares squares centrality

Main effects of A 128.74 3 4291

Main effects of B 128.18 8 16.02

Interaction 89.32 24 3.72 2,007 y4p (10.17)

Error 201.25 108 1.86 ( =[;2)

Total 547.49 143

Sr=Y0 "> V=Y. /n=4527-3979.51 = 547.49,
Sa=(bm) ™" 52 —y* /n=4108.25-3979.51 = 128.74,

Sp=(am)™' Yy —y? /n=4107.69-3979.51 =128.18,

Sap =)™ 0,205 (bm) ™ S = ()™ o 0
=4325.75-4108.25-4107.69 +3979.51 =89.32,
Se=87—8a—Sp—Sap=547.49—128.74-128.18-89.32=201.25.

These results are summarized in ANOVA Table 10.3. The upper tail probability of
F =2.001s 0.0086 and the result is highly significant. We therefore do not proceed to
testing the main effects. However, only this result does not tell us any detail of the
interaction structure and cannot lead to any action. A more useful approach will be
row-wise multiple comparisons given in the next section (see Example 10.2 of
Section 10.3.5 (1)).

10.3 Row-wise Multiple Comparisons

10.3.1 Introduction

In this section a method is developed to classify rows and/or columns into subgroups
so that additivity holds within each of the sub-tables made up of the grouped rows or
columns. The method can also be applied to the case where only one observation is
available for each cell, and yields an estimate of the variance in spite of no replicated
observation.

Suppose that we are given two-way observations and assume a model (10.1),
where the e, are independently and normally distributed with mean 0 and
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Table 10.4  Yields of corn in bushels per acre (JASA, Johnson and Graybill, 1972).

Soil type
Liming treatment Pounds Minor 1. Very fine 2.Sandy 3. Loamy
per acre elements sandy clay sand
added loam loam
1. No lime 0 None 11.1 32.6 63.3
2. Course slag 4000  None 15.3 40.8 65.0
3. Medium slag 4000 None 22.7 52.1 58.8
4. Agricultural slag 4000  None 23.8 52.8 61.4
5. Agricultural 4000 None 25.6 63.1 41.1
limestone
6. Agricultural slag 4000 B,Z,. M, 31.2 59.5 78.1
7. Agricultural 4000 B,Z.,,M, 25.8 55.3 60.2
limestone

variance o°. In testing the null hypothesis of interaction it is common to apply the
F-test as mentioned in the previous section. If the null hypothesis of interaction
is accepted then the u; can be modeled by u;=p; +p;—p., satisfying
Hij—Haj—Hiy +pyp =0 forall i i and j # j'. When the null hypothesis is rejected, how-
ever, we are faced with a more complicated model since the degrees of freedom for
interaction are usually large and it is desirable to simplify the structure of interaction.
In practice, it would be helpful if we can classify the levels of each factor into homo-
geneous subgroups so that in each of them the interaction vanishes and the interaction
exists only among the subgroups; that is, wu;—py—p;+py; =0 unless both
iandi, jand j/ belong to different subgroups. Therefore, we give a method for finding
such a partition so that the probability of judging any partition to be significant when
actually the additive model holds is at most equal to a pre-assigned significance level.
We call such a model of y; a block interaction model. The method is useful for both
types of factor, controllable and indicative. To illustrate some of the ideas, an example
is taken from Johnson and Graybill (1972), which is the yields of corn in bushels per
acre (m=1). The data are shown in Table 10.4 and plotted in two ways in Figs 10.1
and 10.2, where the rows represent the fertilizer and the columns are soil type. They
suggest the existence of some interaction. Figure 10.1 suggests thatrows 1, 2, and 6 do
not interact with the columns and rows 3, 4, and 7 are homogeneous in the same sense.
Similarly, Fig. 10.2 suggests that columns 1 and 2 are homogeneous and column 3
interacts with the rows very differently. On the whole, it is expected that the interac-
tion exists among those subgroups of rows and columns, suggesting the necessity of a
row and/or column-wise multiple comparison procedure for obtaining such a parti-
tion, since those subgroups are not given in advance.
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Figure 10.1 Yields of corn in bushels per acre.
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Figure 10.2 Yields of corn in bushels per acre.
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10.3.2 Interaction elements

(1) Pair-wise interaction element. Re-parameterize the y;; of (10.1) as

pu=p.,+ P, Py, (10.18)
where p is a vector of y;;’s arranged in dictionary order, u, an additive part of u with
b(i—1) + jth element ;. +p—f.,andn= (P; ®P;)ﬂ is an interaction part expressed
by (a—1)(b—1) parameters orthogonal to each other. It is obvious that H,; (10.8) is
equivalent to setting 7=0. The contribution of two particular rows, /; and I, to 7 is
given by

1 1 1
L(ll;lz)z { <09”"O3 5709'“,09_72’0"',0) ®P;;} =EP;7(”II _”lz>3

where p; = (4;1».... 1) . This is called a pair-wise interaction element between two
rows. If it is known to be zero, one can pool the rows /; and I, in further searching
for a significant interaction structure.

An estimate of L(l;; I,) is obtained simply by replacing u; by y,. = (3., ....¥;.)" in
its defining equation: L(l;;1,) =27'/?P),(y, .~¥,,.). Then, its size is evaluated by

2

)

(k) =m||L(l;1)

which may be called the chi-squared distance between the rows /; and L, since it is dis-
tributed as o”y* with df b—1 and the non-centrality parameter m||L(l; L)||%. y*(l;; L)
is nothing but the interaction sum of squares for the 2xb data composed of the
[;th and L,th rows.

(2) Interaction element between two subgroups. Without any loss of generality, let
the first subgroup be composed of the first p; rows and the second subgroup be the
subsequent p, rows (p; +p» <a). Then, the interaction element between the two sub-
groups is defined by

L(1,...pi;p1+1,...p1+p2) ={pip2 (1 +P2)}_]/2

(10.19)
{(p2,~--’P2’—pl,---,—Pl, O,---9 O)®P;;}ﬂ

An estimate L(1,...,p;;p1+1,..., p1 +p>) is obtained simply by replacing g in
(10.19) by Y. = (j/lA, ...,j}’aA)’, a vector of Vi arranged in dictionary order. Then its
size is evaluated by

i(l,...,pl;pl +1,...,p1 +p2)||2~

)(2(1,...,171;171 +1,..,p14p2)=m

This should be called the chi-squared distance between two subgroups. It should be
noted that a pair-wise interaction element is a special case of the interaction element
between two subgroups where p; =p, =1.
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(3) Generalized interaction element among any number of subgroups. Without
any loss of generality, we assume a partition of rows into K subgroups:

Hl{l, ...,pl},Hz{pl +1,...,p1 +p2}, ...,HK{pl +-+pr_i +1,...,p1 +-~-+pK(=a)}.

Then the generalized interaction element is defined by
(0’ @P)p, p'j=0, |Ip|* =1, p; =& {n(Hy)}y P fori€ Hy k=1, ..., K, (10.20)

with n(H;) the number of rows in Hy. It should be noted that the p; are bounded to a
constant for the rows in the same subgroup k. Now, unlike the previous interaction
elements the definition of the generalized interaction element is not unique and there
are several choices of p. Therefore, we choose p so that the chi-squared distance
becomes largest subject to restrictions (10.20):

2
2 (Hy, ... Hg)=max ., |\,,H2:1’"H<P/®P,b)y<")‘ . pi=Ckn(H) YV fori € Hy.

(10.21)

p

LetY, =),y ¥ andwy ={n(H)}" 1/2P! ¥, It should be noted that {n(H,)} ™"/
has been introduced in (10.20) for normalizing the variance of w;. Then we get an
equation

2
)(2(H1’ ey HK) =maxz{n(Hk)}1/z§k=O! ||.;‘H2=1mHZkK=l(Ckwk)H .

Therefore, the maximization of (10.21) is actually with respect to &=({, ..., {x)-
Then, change Yy.into) ., (¥ —a'>{_,y;) in the definition of wy, so that
Zk{n(Hk)}l/ *wy. becomes zero. By this change of ¥;., the maximal value remains
unchanged by virtue of the relation Z,’((:]{n(Hk)}l/ 2t = > io1pi=0. Define
W=(wji,...,wg) by the renewed w;. Then x*(H,, ..., Hy) is obtained as the

largest eigenvalue of the matrix m W’ W with ¢ an associated eigenvector. Since
({nHD}'"?, ..., {n(H)}'"?) is an eigenvector of m W’ W corresponding to the zero

root, the orthogonality relation Z{n(Hk)}l/ ¢, =0 is automatically satisfied as the
two orthogonal eigenvectors of W' W.

10.3.3 Simultaneous test procedure for obtaining a block
interaction model

The simultaneous test procedure for obtaining a block interaction model is achieved
by the following distribution theory for a maximal statistic.
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Lemma 10.1. Lemma 1 of Hirotsu (1983a) and Lemma 2.1 of Hirotsu (1983b).
The maximal value of m||{ (a1, ..., as) ® P} }3;).||* with respect to a; subject to restric-
tions > a;=0, Y a?=1 is the largest eigenvalue W, of a Wishart matrix, which is
distributed as W{6*Inin(a-1, p-1).max(a—1,b—1) } under the null hypothesis of
interaction (10.8).

Proof. See Lemma 1 of Hirotsu (1983a) and also Lemma 2.1 of Hirotsu (1983b).

It should be noted that the maximal statistic W in Lemma 10.1 is nothing but a gen-
eralized chi-squared distance among a subgroups, where each subgroup is composed of
just one row. It is also the largest eigenvalue of m Z’ Z when Z ' is an a X b matrix with
Vi =¥i.—y.;+¥.. asits (i, j) element, where tr (mZ'Z) =tr (mZZ') = Syp. It is therefore
obvious that all the chi-squared distances of the previous section are bounded above
by the largest eigenvalue of the Wishart matrix in Lemma 10.1. Therefore, the
distribution of W; can be used as the reference distribution conservatively for all
the chi-squared distances. However, the distribution includes an unknown nuisance
parameter o~ and there are two cases for dealing with it.

(1) There is repetition. In this case, there is available the usual unbiased estimate of
variance 6° (10.15). Then, the distribution of W; /6% = (W, /6?) /(67 /?) is that of the
largest eigenvalue W, of the Wishart matrix W{lyin(-1,p-1), max(a—1,b-1)}
divided by ;(J% /f, where ;(j% is a chi-squared variable with df f =ab(n—1) and independ-
ent of W,. The upper tail probability of W, is obtained by equation (3.13) and Cor-
ollary 3.2 of Kuriki and Takemura (2001) as

Pr(W, 2wy) = Z?:%(q’b)_l%w—l —2iGgsv-1-2i(Wo),

_ X 'F{;(q+1)}F{;(u+1)}F{;(q+u—1)—i}
(2 A =T w=1)({)

5q+u—1—2i =
(10.22)

where g = min(a—1, b—1), v= max(a—1, b—1), and G;(wy) is the upper tail proba-
bility of the chi-squared distribution with df /. Therefore, the upper tail probability of
W3 =W, /&% is given by

Pr(W; 2 wy) =E{Pr(W2 > wo;(j%/f) },

where the expectation is taken with respect to ;(j%, which is f x (62 / 62). That is, replace
wo by wo;(% /f in (10.22) and take expectations of the resulting equation with respect to
){fz It should be noted that the formula (10.22) is an approximation due to the tube
method, and recently an exact method has been proposed by Marco (2014). The upper
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percentiles of the largest eigenvalue of the Wishart matrix are given for a=0.01 and
0.05 in Table C of the Appendix.

(2) There is no repetition. In this case the statistic W,/S,; is free from a nuisance
parameter ¢°, where Su5=|{P, ®P;;})’||2=Zizj(yii—yi. —y,j+y‘_)2 is the total
sum of squares for interaction, which is also equal to tr(WW')=tr(W'W)
when K =a. The upper percentiles A, of the null distribution of W,/S,; have been
obtained by Johnson and Graybill (1972): Pr(W;/Sas>h,)=afora=0.01
and0.05. The entries of the table are exact for =3, a all numbers, and b=4,
a=>5,7, but the others are by approximation (see Johnson and Graybill, 1972 for
details). We can apply the distribution conservatively to any chi-squared distance
divided by S, since it is bounded above by W,/S,;. Also we have

Pr[S> {he/ (1-ho)} (Sap~W1) | Ho) <t

where S stands for any chi-squared distance.

1
The accurate tail probability Pr (W1 [Sap2 wo) under the null hypothesis for wy > 3

is easily calculated by the formula (10.22) just by replacing G,+,—1-2:(wo) by
By(gev-1)-id(ug-g-v+1)+i (W), Where By, (wo) is the upper tail probability of
beta random variable with parameter (/, m). It is the result of Corollary 3.2 and
equation (3.9) of Kuriki and Takemura (2001).

10.3.4 Constructing a block interaction model

By summing up the significance information of interaction elements, we can derive a
useful block interaction model. We explain the procedure via an example of the yields
of corn (Table 10.4), which is an example without repetition (m=1).

The chi-squared distances among rows defined in 10.3.2 (1) are calculated as in
Table 10.5 (1). We rearrange the rows to obtain Table 10.5 (2), so that the rows
with a small chi-squared distance are placed close. The clustering algorithm
of rows in Section 11.3.3 can also be applied here based on the chi-squared
distances.

It is obvious that row 5 behaves very differently from the other rows. We therefore
try the chi-squared distance between two subgroups H;=(1,2,3,4,6,7) and
H,=(5) to findy?(H;;H,)=647.80. For the data it is easy to calculate S,z =
947.43 and the largest eigenvalue W;=943.04. Therefore, the reference value
for any chi-squared distance is obtained as {hq/(1—hq)}(Sap—W1)=48.37 at
ho.0s=0.9168 and 101.91 at hyo; =0.9587, respectively, from Table 1 of Johnson
and Graybill (1972). The chi-squared distance ;(2(H 1; H>) is seen to be highly signif-
icant. Then, any pair chosen one from each of the subgroups H1(1, 2, 6) and H»(4,3,7)
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Table 10.5 Matrix of squared distance.
(1) Original

Row number 1 2 3 4 5 6 7

1 0 13.4 149.6™* 126.3**  730.0"* 37.4 174.4**
2 0 84.4* 67.0" 574.7% 8.1 103.8™*
3 0 1.0 218.9% 42.8 1.0
4 0 249.5** 30.8 4.0
5 0 451.5* 190.8™*
6 0 57.6*
7 0

(2) Rearranged

Row number 1 2 6 4 3 7 5

1 0 13.4 37.4 126.3** 149.6™* 174.4** 730.0""
2 0 8.1 67.0" 84.4* 103.8** 574.7
6 0 30.8 42.8 57.6" 451.5"
4 0 1.0 4.0 249.5%*
3 0 1.0 218.9**
7 0 190.8™*
5 0

of H; shows somewhat large chi-squared distance. Therefore, we try the chi-squared
distance between the two subgroups H; and H» to find y*(Hy1; Hy2) =258.67, which
is orthogonal to y*(H;H,) and highly significant also at a=0.01. The sum
2 (Hi Hy) + y*(Hyy; Hip) =906.48 is equivalent to the interaction sum of squares
of the proportionally unbalanced 3 x 3 table obtained by collapsing the sub-tables H
and H,, respectively. The proportionally unbalanced two-way data mean that the rep-
etition number m;; of each cell satisfies m;; =m;. -m.j/m... This explains 95.7% of the
total interaction sum of squares S,z = 947.43, reflecting the homogeneity in each
subgroup.

In this case the rows and columns are both nominal and dealt with symmetrically.
The chi-squared distances among columns are calculated as y?(1;2)=70.44,
72(1;3)=467.43, and y*(2;3) =883.27. The chi-squared distance between two sub-
groups K;=(1,2) and K, =(3) is y*(K;K2) = 876.99, which is even larger than
2°(Hy; H>) and highly significant. y*(K;; K> ) is equal to Sap—x*(1;2) and also to
the interaction sum of squares of the 7 x 2 table obtained by collapsing the subgroup
K, and explains 93.3% of the total interaction sum of squares. Although y*(1;2) is
also significant at level 0.05, its percentage contribution to the total sum of squares S,
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is small. It is of course easy to continue the analysis without collapsing columns 1
and 2, but we employ here the model

K=p,+ {(‘11’ 4,) @67 2(1, 1, _2)/} (n- 1) (10.23)

where ¢, =42""%(1,1,1,1,-6,1,1),¢,=6""2(1,1, -1, =1,0,1, =1)".  This
model is a simplification of model (10.18) and agrees well with what is suggested
by a first glance at Figs 10.1 and 10.2. The contrast ¢, reflects a comparison of H;
and H,, ¢, a comparison of H;; and Hi,. Similarly, the contrast (1, 1, —2) represents
a comparison of K; and K,.

The LS estimates of #, and #, are obtained by replacing g in equation (10.23) by the

observation vector y and multiplying {(q;, ¢,)’ ® 67"/%(1, 1, =2)} to both sides of it,
that is,

(i)' = { (@1.42)' ©672(1, 1, =2) .

They are 77, = —24.542 and i, = —15.667 in this case, respectively. The departures of
the gi;; from ji, =y, +y,;—y. are given by the last term of (10.23) with #; replaced by
#;,i=1,2. The same and an easier expression of the model (10.23) will be

py =i+~ i+ with g =n,;, =, if i, { € H,andj, j € K,, (10.24)

where H,,u=1,2,3andK,,v=1,2, denote homogeneous subgroups of rows and
columns, respectively. It should be noted that we renumbered H,,, H,,, and H, as
H,(1, 2, 6), Hy(4, 3, 7), and H3(5) for convenience. The model (10.24) deserves
the name of a block interaction model. The LS estimator of parameters in (10.24)
is given by

= i+ | S, Sy vl 1n(H)K)} = e 30 n(Ha) = S 3/n(K) +5.]
(10.25)

where ji, =y; +y,;—Y. is an additive part and the last term represents the departure of
the i; from ji, . These are given in Table 10.6 (1) and show nicely the interaction
pattern, where rows are rearranged. These departures coincide with the estimate
{(q1.4,) ®67"2(1, 1, =2)'} (71,71, ) of the last term of (10.23). For example, the
(1, 1) element is calculated as (42 x6)™"/%4, + (6% 6)_]/2172 = —4.157 and coincides
with the estimate by the last term of (10.25). In Table 10.6 (2) we give ji; by recover-
ing ji, as well as the coefficients of variance calculated by

V(jiy) =[(a+b-1)/ab+{a-n(H,)}{b-n(K,)}/{abn(H,)n(K,)}|(c* /m)
(10.26)
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Table 10.6 Estimation of y;;.

(1) Departure of the ji; from y; +y =y (2) Estimate j; and its variance

Column j Columnj
Row i 1 2 3 1 2 3
-416 -4.16 8.32 29 29 5
1 9.0 (ﬁ> 37.7 <ﬁ> 60.4 (5)
2 —416 - —4.16 832 137(22) 454 (2) 651 (2
72 72 9
-416 -4.16 8.32 29 29 5
6 296 (=2 3 (= 1.0 (=
9.6 (72> 58.3 (72> 81.0 (9)
1.07 1.07 -2.13 29 29 5
4 5(2 2 (2 3(2
24.5 (72> 53.2 <72> 60.3 (9)
3 1.07 107 23 s (2 517 () sss (2
72 72 9
1.07 1.07 -2.13 29 29 5
25.6 (== 43 (== 14 (=
7 56 (72) 543 (72) 6 (9)
9.28 928  —18.55 4 4
5 30.0 (5> 58.7 (5) 41.1.(D

in parentheses. They should be read as V(i) =206%, V(ji5) =506%, V(ji3) =367,

and so on. On the whole, it is observed that those variances of ﬂij of the block inter-
action model reduce to one-half of the variance 6 of the naive estimator v;- It should
be noted that formula (10.26) is for a general case and here it is applied for m=1.

In this case, the usual unbiased estimate &~ is not available. However, an estimate of
o7 is obtained by subtracting the estimated interaction effects from the total sum of
squares for the interaction as follows:

& =55 (s =iig)* 1 = (Sea= 1) /1.

where f=(a—1)(b-1)-(A-1)(B-1) with (A—1)(B-1) the number of orthogonal
interaction contrasts in model (10.23) or (10.24). It should be noted that /1,-}- and &2
are the better estimators of the y; and o7 than those which might be obtained assuming
the additive model in separate sub-tables. For the current example, it is obtained as

5" = (Sup—847.79) /(12-2) =9.97 with df 10.
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Johnson and Graybill (1972) give three estimates of 6% as 1.43 (df 3.06), 5 (df 5),
and 11.75 (df 6) without referring to any preference among them. Our estimate is
within their range and seems more reliable because of the larger degrees of freedom.
Therefore, the standardized error (SE) of the ﬂy is around 2.4. Finally, if the column is
considered as an indicative factor, the best choice of treatment will be 6 for loamy
sand and 5 or 6 for soil types 1 and 2. Treatment 6 is characterized to be generally
good for all soil types.

10.3.5 Applications

We give two further such examples.

Example 10.2. Example 10.1 continued. The purpose of the experiment of Example
10.1 was to choose an appropriate alloy for each of four sites, considered to be an
uncontrollable factor. Then, it is preferable if an alloy is suitable for as many sites
as possible, since it would be inconvenient to have to use different alloys at different
sites of a factory. We therefore apply the row-wise multiple comparison procedure of
Section 10.3.3 to the data of Example10.1. The squared distances are obtained as in
Table 10.7.

In this case we already have 6> = 1.86 with df 108. The degree of freedom is so large
that we can deal with it as if it were a constant, and we evaluate the squared distances
approximately by 1.86 times the largest eigenvalue of the Wishart matrix W{l5, 8}.
Then, the upper percentiles are 42.07 («=0.05) and 51.19 (¢=0.01). Therefore, S
(2;4) is significant at level 0.05 and S(2;3) is highly significant as shown in
Table 10.7. The squared distance between two subgroups (1, 3, 4) and (2) is
S(1, 3, 4;2) =64.04 and elucidates 71.70% of the total sum of squares for interaction
Sqp =89.32. The averaged responses are as given in Table 10.8. Now the interpretation
is clear, and we conclude that for sites 1, 3, and 4 alloy 9 or 8 would be appropriate and
alloy 1 or 2 for site 2. If the sum of squares among observers is subtracted from the
error sum of squares, the unbiased variance 62 becomes 0.90 with df 105 and the evi-
dence becomes even stronger. The same conclusion has also been obtained by another
approach in Hirotsu (1983a).

Table 10.7 Matrix of squared distance.

Row number 1 2 3 4

1 0 38.36 8.53 17.69
2 0 52.75%* 49.61x%
3 0 11.69
4 0
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Table 10.8 Averaged response.

Alloy j

Site 1 2 3 4 5 6 7 8 9

1,3,4 433 442 542 433 567 417 233 617 642
2 800 800 725 750 6.00 500 550 575 6.50

Example 10.3. International adaptability test of rice varieties. This example,
given in Hirotsu (1976), is a two-way layout without repetition examining the adapt-
ability of 18 rice varieties to 44 combinations of regions and years. The row-wise mul-
tiple comparison procedure nicely classifies the varieties into four types: Formosan,
Indian, Japanese and Korean, and Hybrid (specific to Mexico). The regions are also
classified properly into six groups: Korea and the northern part of Japan, the southern
part of Japan, tropical regions, Nepal, Egypt, and Mexico (see Hirotsu, 1976 for more
details). For somewhat large data like this we need some automatic procedure for clus-
tering rows. We therefore give an algorithm for clustering rows in Section 11.3.3, so
that the generalized chi-squared distance among clusters is large, achieving simulta-
neously homogeneity within each cluster.

10.3.6 Discussion on testing the interaction effects under no
replicated observation

As seen in the above examples, there are often cases where no replicated observation

is available in the two-way data. Then, the usual unbiased estimate of variance 67 is
not available and therefore the textbook usually assumes replicated observations as in
Section 10.2. Under these circumstances, Tukey (1949) proposed a test of a 1 df non-
additivity model without repetition. He assumes a particular interaction model

¥. yij=/4+(x,-+/)’j+ga,-ﬂj+e,_-,~, i=1,...,a;j=1, ..., b, (10.27)

with a. = . =0, e;; independently distributed as N(O, %) and considers testing the null
hypothesis

H,:g=0.

This is a non-linear model and out of the range of linear statistical inference. How-
ever, there is available an F-test based on

~ 2
Bi) o5 By
gz%,al:yi'_y”,[)’jzy,_,-—y..
i J

S:=Sap=S= XX (r=Ye=9;+5.) = Se.



256 ADVANCED ANALYSIS OF VARIANCE

It is shown that S} is distributed as 62)((2(1—1)(1)—1)—1 independently of S, under the
null hypothesis H,. Therefore, the test statistic

pe Se/1
Se/{la=1)(b=1)=1}

is distributed as an F-distribution with df{1; (a—1)(b—1)—1} under H,. This is the-
oretically a very interesting and sophisticated 1 df test for interaction, but in practice
the modeling by linear-by-linear interaction based on main effects a; and f; seems too
restricted without any prior information on the interaction. Johnson and Graybill
(1972) extended the model (10.27) to

Py =+ P+ guvy + g
and Mandel (1971) also proposed the model

" K
v Yii=H +a; +ﬂj + Zkzlgkuk;vkj +8ij.

These models are more flexible than Tukey’s model (10.27), but still based on lin-
ear-by-linear interaction and might be unclear even if K = 1 or 2. In contrast, our block
interaction model is very easy to interpret and seems more robust without assuming
any restricted model in advance. As an exception, for the quantitative factors a simple
response surface model like linear-by-linear can be successful (see Cox, 1958).
A removal interaction by transformation is also described there.

10.4 Directional Inference

In this section we consider the cases where the row and/or column categories follow a
natural ordering such as time, temperature, and dose levels. Then we are interested in
testing some systematic effects such as monotone and convex along the ordered cate-
gories. In case of the normal model with natural ordering in both rows and columns, a
multivariate (two-way) one-sided ordered alternative

Ty piprjer—Hie1—Hiv1jtH; 20,i=1,. a=-1j=1,...,b-1 (10.28)

and the two-sided version 7, of T} have been proposed in the literature. In (10.28) the
differences (u;;, | —p;) and (u;, ;—p;;) are increasing in i and j, respectively. Further,
a useful two-sided ordered alternative

Ts: pyjor—Mijar —Hy+ 1 20,5=1,.,b=1, i#1 (10.29)

has been introduced by Hirotsu (1978) when there is a natural ordering only in col-
umns. Hypothesis 75 implies that the differences y;—u;; are tending upwards in j and
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are essentially two-sided, since the rows i and i’ are permutable. It should be noted that
T5 (10.29) is different from the two-sided ordered alternative T,, since there is
assumed no ordering in rows. As stated before, the restricted maximum likelihood
approach is too complicated for these interaction analyses. However, the methods
based on the accumulated statistics can be very naturally extended just by replacing
the orthogonal contrasts by the change-point contrasts as follows. Of course, in apply-
ing these sums of squares they should be divided by the unbiased variance > (10.15)

to cancel out the unknown .

10.4.1 Ordered rows or columns

(1) Overall analysis of ordered columns by the cumulative chi-squared statistic y* 2.
When testing the null hypothesis of interaction against the two-sided alternative 75,
simply replace the orthogonal contrasts P, by the change-point contrasts P’ in the usual
sum of squares for interaction to obtain

Sap =m|| (P, @ P} )3 |17

I L I S, I
1x2%1 7 2342 (b—=1)xp* =D 7"

where y ;). is another expression of y(;. for the mean observation vector of y;;.
arranged in dictionary order with a two-way suffix, m the number of repetitions
and ;((zj) the chi-squared for Chebyshev’s jth-order orthogonal polynomial with df

(10.30)

a—1. This is obviously a very natural extension of the usual sum of squares
Sap=m|| (P, @ P,)¥;.|I*>» which is expanded in the form {;{%]) Ayt
+ I%b—l) }6?. For the statistic Sqp» a very good chi-squared approximation is available
extending the method of one-way layout in Section 6.5.3 (2) (a) as

@ =E(r?) = (a=1)(b=1)=df
K2=V()(*2)=2(a—1){b—1+2<y1+...+7/1+m+}/b_l> } = 2d%f,

72 Vb-1
Vi =j/(b_j)

An improvement by using k3 =8(a—1)tr (P,*}’P,*])3 is also applicable. It is divided by
the unbiased variance 6> to cancel out 6, for which a very good F-approximation is
available in Hirotsu (1979). A real example of this statistic is given by Hirotsu (1978).
When m =1 we introduce a particular sum of squares for cancelling out o> which has
an inverse characteristic to the systematic statistic like Sqg- (10.30), see Chapter 13.
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(2) Scheffé type multiple comparisons of rows with natural ordering only in
columns. The method of Section 10.3 is also very naturally extended to accommodate
the ordered effects along columns. For the monotone hypothesis, the interaction ele-
ments and their chi-squared distances are defined simply by replacing P, by P} in
their defining equations of 10.3.2 (1), (2), and (3). Then a reference distribution is
given by the following lemma.

Lemma 10.2. Lemma 3.1 of Hirotsu (1983a). When a > b, the maximum value
of m||{(ai,....as) ®Py }3;).|*> with respect to a; subject to restrictions
> a;=0,>"a?=1 is the largest eigenvalue W; of a Wishart matrix distributed as
W(c*P}'P;,a—1) under H,.

Proof. The proof is similar to Lemma 10.1 and omitted.

The convexity hypothesis is also very easily dealt with by replacing P, by PZ/ in the
defining equations of interaction elements. The distribution concerned is the largest
eigenvalue of a Wishart matrix for variance not proportional to an identity matrix,
which is very difficult to handle compared with the case given in (10.22). However,
a very nice chi-squared approximation has been obtained by Hirotsu (2009), which
is described in Section 11.4.2 (2). In its applications to y** and y'* in this section,
the largest eigenvalues of P;'P; and PZ/PZ dominate the other eigenvalues and the
chi-squared approximation using the dominant term only is good enough. Actually,
the largest eigenvalue is larger than one-half of tr (P}:’P;j) and three-quarters of
tr (PZ/P};) , for the respective cases. Thus, our approach to the shape and change-point
hypotheses is very easy to extend, even to two-way problems, and really unifying. Inter-
esting applications of these methods to the profile analysis of repeated measurements
are given in Chapter 13 according to Hirotsu (1991) and Hirotsu et al. (2003), where
there is no repetition in the cell (m=1). In Section 10.3.3 (2) the largest eigenvalue
was divided by the total sum of squares S, for interaction. In Chapter 13 we further
introduce the sum of squares which has an inverse characteristic to the systematic sta-
tistic such as y* or ' to cancel out ¢~ in the case where there is natural ordering in
columns.

(3) Multiple comparisons of ordered rows. If there is natural ordering in the rows,
all the permutations of rows make no sense and the multiple comparisons are
restricted to a—1 step change-point contrasts of the cumulative chi-squared statis-

tic Sgp=ml| (P @ P})y;)- 1%

max acc.y” (P;) =max m|| {r" (1,....k;k+1,....a) © P} }y ;). |1

where r*'(1,....k;k+1,...,a) is the kth row of P’ denoting the kth step change-point
contrast and the maximization is with respectto k=1, ...,a—1. Max acc. ;(2 is a natural
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extension of max acc. 11, so that we call this method max acc. y*(P;'), making clear
the range of maximization. However, in its introductory time, the p-value was eval-
uated by Bonferroni inequality based on the bivariate chi-squared distribution. Later,
in Hirotsu et al. (1992), the exact algorithm for probability calculation was obtained
and formulae in a closed form were given up to a=>3, as well as for max acc. ¢1 based
on the Markov property of the component statistics. We give an extended algorithm
for the p-value in Section 11.4.3 and an interesting application in Section 11.4.4 (3).
The upper percentiles for y? (PZ’) divided by 6 are given for some a, b, and m in
Table B of the Appendix.

10.4.2 Ordered rows and columns

(1) Two-way cumulative chi-squared method. For the two-way two-sided ordered
alternative

Tz: :ulj+1_l’tl/j+l_lulj+lul/]20’ i=1,...,a—1;j=1,...,b—l,
or ,ulH_l—,ul/]+l—pt”+ptl/jSO,i=1,..., a—l;j=1,..., b—l,

the two-way cumulative chi-squared statistic
Sap =ml| (P @ Py)yoy | (10.31)

is obtained by replacing both of P,andP, by P; and P, in Sy=
m|| (P, @ P}))¥;I* » respectively. For this statistic also a very good chi-squared
approximation is available, extending the method of one-way layout (Section 6.5.3
(2)). The details are given in Section 11.5.1, and we can apply the formula here simply

as the case of R;=1and C;=1.

(2) Two-way maximal contrast method. In the case with natural ordering in both
the rows and columns, max acc. )(2 has been extended by Hirotsu (1993, 1997) to

maxmax y>=max;max;m||{r’(1,....k;k+1,....,a) ®c”(1,....L; 1+ 1,...,a)}}7(l-)(j)_|\2,

(10.32)

where ¢*(1,...,[;1+1,...,a) is the Ith row of P} . It is extended also to
max x> =max;m|| {r(1,....k;k+1,....a) @ P} }3 . |I>. (10.33)
max Wil y* =max m||{r (1,....k:k+1,....a) @ s}3.(;,.|I°. (10.34)

where s is an appropriate score vector such as Wilcoxon’s rank score. It is obvious that
statistics (10.32) ~ (10.34) are the components of (10.31). An exact analysis is possi-
ble for max max y* (10.32) when a and b are not large, while approximate
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distributions are available for (10.33) and (10.34). Thus, the two-way data analysis
is indeed a rich source of interesting statistical theories and applications. The analyt-
ical methods introduced in this chapter are extended to discrete two-way data in
Chapter 11, and interesting examples are given there.

10.5 Easy Method for Unbalanced Data

10.5.1 Introduction

When the repetition number is unequal for each cell, the two-way data are said to be
unbalanced. The analysis of unbalanced two-way data is not so popular compared
with unbalanced one-way data. The reason lies not only in the complexity of calcu-
lation, but also in the non-uniqueness of the hypotheses tested. The meaning of the
null hypothesis of interaction is clear. However, there is confusion in testing the null
hypotheses of the main effects. There are choices to define the main effects by the
simple average or the weighted average proportional to the repetition number. Also,
the problem arises since the main effects of the two factors are not orthogonal to each
other, caused by the unbalance. Further, it is controversial whether the main effects
should be tested under the assumption of no interaction or not. As stated in
Section 10.2, we basically recommend the inference of main effects under the
assumption of no interaction unless there is a particular reason for the inference
of the main effects under the existence of interaction effects. One should refer to
Kutner (1974) for various approaches in this situation. Further, the problem is
more serious for multiple comparison procedures and it seems that there is no estab-
lished approach to multiple comparisons. If there is no empty cell, then an easy
method of this section may give an appropriate procedure both theoretically and
computationally.

10.5.2 Sum of squares based on cell means

We assume model (10.1) with repetition number m;;. For the unbalanced two-way
data, a simple standard form is no longer available and we have to go back to the gen-
eral linear model as shown in Section 10.5.7 (2). However, if there is no empty cell
(myz1,i=1,...,a, j=1, ..., b) we can analyze x; = y; as if it were from a balanced

1 1\
model with equal repetition m = <_b Zizj —) . By considering x;; we can reduce
a nmj;

the problem of unbalanced data to unequal variance az/mij. The F-test is known to be
robust against unequal variance and we can also make adjustments easily since its
structure is known.
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Now, the model is the same as in Section 10.2 but we assume an unequal number m;;
of repetitions. First,

mj 2
NEDH D DD WM (S (10.35)

is distributed as 6°y2__, with df n—ab, n=m... Therefore, S, /(n—ab) is the best unbi-
ased estimator of ¢ as usual. Then, we form the usual sum of squares (10.11) ~
(10.13) of x;; with repetition number 1 as

Sa=b""S 0% —(ab) ™' x?, (10.36)
Sp=a"'y 52— (ab) ™', (10.37)
Sap= 33 =" g —a ' S+ (ab) T (10.38)

Next, noting that the variance of x;; is

V(x)=diag (6*/my), x = (x11,X12, s Xap ) (10.39)
the expectations of the sum of squares (10.36) ~ (10.38) are easily obtained as
E(S2) =bX (i ~a.)" +{(a=1) /m}c*,
E(Sp) =ay;(f;—p.)" +{(b=1)/m}o?,
E(Sap) = 05 (uy=Ri =g+ i) +{(a=1)(b=1)/m}o’, (10.40)

suggesting non-centrality parameters similar to the balanced case and easy to
interpret.

10.5.3 Testing the null hypothesis of interaction

To test the null hypothesis
Hop: pj=p; +p—p.,
a statistic

mSap/{(a=1)(b=1)}

Fop =73, J(n=ab)

(10.41)

is suggested by equation (10.40). If the unbalance in m;; is small, this is approximately
distributed as an F-statistic with df {(a—1)(b—1),n—ab}. If the unbalance is
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moderate, we can employ the chi-squared approximation d)(]% for S,p, adjusting the
first two cumulants under H,s by

E(Sup/ %) = {(a=1)(b=1)/m} =dE(z}) =dF.
V(Sap/0?) =20 (m ) # =2} =V (37) =248,

where
(a=2)(b-2) , fa-2 1 2
) ={ P+ () 2 (67 )
b-2 _ 2
+ (T) Zj(a lzl‘uii) .
Then we have constants for approximation,

{(a=1)(b-1)/m}* | _(a=1)(b=1)
faﬁ(mi}l)er‘z ’ mf

Since mS,p/(a=1)(b=1)=(Sup/0*)/(df) ~x}/f, we can simply consider F,
(10.41) as an F-statistic with df {f, (n—ab)}. Therefore, the adjusted method is very
easy using the same statistic (10.41), just by altering the degrees of freedom to (10.42).
If necessary, we can employ the F-approximation of Hirotsu (1979) using the third
term of Laguerre’s orthogonal polynomial expansion. However, this seems unneces-
sary by the simulation results in Table 10.10. By a simple calculation, f(10.42) can be
expressed as

f= (10.42)

.
f=(a=1)(b-1) 1-§f§j@——fi—z . (10.43)

fa/,v(mi;l) +m~2

The last term of (10.43) can be used as a measure of unbalance. Further, since

fap <m;1) +m%=(a=1)(b=1)/m*

for m;; =m, a more simple function

Jap =1L (5" =m™") {(a=1) (b=1)} (10.44)

is a good measure of unbalance.

Since Sup = || (P, @ P,,)x||?, or F,3(10.41), is of so simple a structure, the row and/or
column-wise multiple comparisons in Section 10.3 and directional inference in
Section 10.4 can be applied almost as they are. In this sense, the easy method here
is very useful.
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10.5.4 Testing the null hypothesis of main effects under H,g4

When the null hypothesis H, is not rejected, we can test the null hypothesis

Hy:pi=p+p;
by
mS,/(a—1)
Fo=—-——", 10.45
S./(n—ab) ( )

which is approximately distributed as an F-statistic with df {a—1, (n—ab)} if the
unbalance is small. If the unbalance is moderate, it is well approximated by the
F-statistic with df {f, (n—ab)}, where

(o5 i)
fa(b‘lzjml;l) +m=2

Ja(ui)= (Ll;—z) 7

is obtained by adjusting the first two cumulants. A simple measure of unbalance in this
case is

f=(a-n{1-

>

D= (b7 Sy =) f(a=1). (10.46)
By symmetry, the null hypothesis
Hp: pi=p+a;
can be tested by
mSp/(b—1)
- SO 10.47
/ S./(n—ab) ( )

with
fﬂ(a—lzimi}l_m—l)
ﬁ;(a‘lzimi;l> +m2

b-2
Jo(w) = <b> -

A simple measure of unbalance in this case is

/lﬂ=m2fﬁ(a_lzimi;1—m_1>/(b—1). (10.48)

f=b-1){ 1-

>
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The multiple comparison procedures of Chapter 6 are also easily applied, which is a
merit of this easy method. Thus, the analysis of x;; =y;;. gives very simple and useful
procedures only if there is no empty cell and the unbalance is not too heavy.

10.5.5 Accuracy of approximation by easy method

In previous sections the simple measure of unbalance (10.44), (10.46), and (10.48)
have been introduced. Hirotsu (1969) examined the size of the naive approximate test
without adjustment by the asymptotic expansion of the characteristic function of the
test statistic. The results are given in the fourth column of Table 10.10, where the
designs examined are rather heavily unbalanced (as given in Table 10.9). It is found
that the unbalance measure 4’s are at most 0.1+ for those designs with maximin ratio
of m;; up to 4. The increase in type I error is roughly 0.024 (24%), so that the naive
approximate method will be acceptable for 1 up to 0.05. For 4 beyond 0.05 the adjust-
ment by the first two cumulants will work well. We therefore make a simulation for
the performance of the adjusted method as well as the naive method, and the results are
shown in Table 10.10.

10.5.6 Simulation

We performed a simulation for the performance of the naive and adjusted approximate
methods. For each design of D1~D5, the necessary number of independent normal
variables was generated. We took the average of the 12 uniform numbers to generate
a normal random variable. The replication number of simulation is 5 x 10 for each of
D1~D5. At each time, the p-value of each test is calculated, which should be distrib-
uted as a uniform distribution if the test is exact. We show only the percentage of the
p-value less than 0.05 by each method in the fifth and sixth columns of Table 10.10,
but the results are similar for other points. The standard deviation (SD) of the esti-
mated test size by simulation is 0.03(%) as a binomial distribution. Now, the simula-
tion supports the evaluation of the naive method by the asymptotic expansion of the
characteristic function of the test statistic in the previous section. Then, the adjust-
ments by the first two cumulants work remarkably well, keeping a precise and slightly
conservative test size for all cases.

10.5.7 Comparison with the LS method on real data

Example 10.4. Analysis of Table 10.11. The data of Table 10.11 were originally
from Afifi and Azen (1972); Kutner (1974) dropped 14 data points marked by * ran-
domly to create the unbalanced data for his explanation of various approaches. We
also employ the data for comparisons of the easy method with a standard linear model
approach. The purpose of the experiment was to evaluate the effect of four drugs
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Table 10.9 Repetition number.

D1 D2 D3 D4 D5

Column Column  Column Column Column
1 23 1 2 3 12 3 12 3 4 5 12 3 45
112212211 4111112 3 11 3
Row 2 2 2 3 3 2 1 1 2 2 2 2 1 2 1 1
32211314113 3 3 3 3 3 211 2

Table 10.10 Size of the naive approximate test and related measure of unbalance.

Simulation
Size of naive
Design Hypothesis A test (%) Naive Adjusted
H, 0.016 5.03 5.03 4.99
Dl Hpg 0.007 5.01 5.01 4.99
H,p 0.047 5.09 5.06 4.95
H, 0.024 5.04 4.98 4.92
D2 Hy 0.042 5.07 5.05 4.95
Hep 0.079 5.14 5.09 4.92
H, 0.0001 5.00 4.91 491
D3 Hy 0.0001 5.00 4.92 4.92
Hep 0.051 5.10 4.89 4.78
H, 0.090 5.22 5.15 4.85
D4 Hyg 0.008 5.02 4.98 4.95
H,p 0.106 5.29 5.18 4.89
H, 0.0002 5.00 4.90 4.90
D5 Hy 0.032 5.10 5.05 4.95
Hyp 0.093 5.25 5.18 4.92

crossed with three experimentally induced diseases. Each drug—disease combination
was applied to six randomly selected dogs. The measurement to be analyzed was the
increase in systolic pressure (mmHg) due to the treatment. First we analyze the data by
our naive and adjusted methods. Then it is analyzed by a standard linear model.

(1) Analysis by the easy method. The results of analysis by the easy method are
shown in Table 10.12. It is seen that there is only a very small difference between
the naive and adjusted methods for the unbalance of m;; from 3 to 6 in Table 10.11.
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Table 10.11 Increase in systolic pressure due to the

treatment.
Disease j

Drug i 1 2 3

1 42, 44, 36, 33, 407, 26, 31,-3, 197,
13, 19, 22 34%, 33,21 25, 25, 24

2 28, 407, 23, 317, 34, 33, 3, 26, 28,
24,42, 13 31, 337, 36 32,4, 16

3 28%, 217, 1, -4*, 11,9, 21, 1, 2%,
29, 6%, 19 7,1, -6 9,39

4 24, 19%,9, 27,12, 12, 22,17, 25,
22, -2,15 -5, 16, 15 5,12, 7"

(2) Analysis by a linear model. Next we compare the results with a linear statistical
inference. There have been proposed various approaches to the analysis of the unbal-
anced data as described in Kutner (1974). Here we take an approach to testing the
main effects only under the assumption of no interaction, which can avoid the effects
of the identification conditions described by Kutner. First, the sum of squares for the
error is S, =5040.82 by (10.35) and the unbiased variance is

6°=S,/(n—ab)=5040.817/(58-12) = 109.583,
which is used commonly for tests of interaction and main effects.

(a) Test of the null hypothesis H,z (10.8). According to the procedure explained in
Section 3.4.1, we need to calculate the residual sum of squares under H,g:
Hj=p+a;+p;. For this purpose, we express p =E(y) in matrix form as in
Section 10.2. However, to solve the normal equation for the LS estimates it is con-
venient to take the form

U
y= [IX X;}} a* | +e, (10.49)

ﬂ*
where a* = (ay, @y, a3)', p*= (B, p,)" dropping @, and f5. This is equivalent to
imposing the constraints a4 =0 and f#; =0, but it is obvious that the choice of con-
straints does not affect the inference. It is an easy task to write down explicitly the

design matrix of (10.49) but it is 58 x (1 + 3 +2) and too large to present here. Then,
the normal equation can be solved easily since the coefficient matrix is non-singular,
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Table 10.12 Analysis of variance by easy method.

Naive Adjusted df
Factor F-statistics df p-Value df p-Value
Main effects of A 8.9711 (10.45) 3 0.000087**  2.9681  0.000083**
Main effects of B 1.6415 (10.47) 2 0.2048 1.9984  0.2048
Interaction 1.1454 (1041) 6  0.3518 5.876 0.3517

which gives [=10.0729, a=(12.5115, 11.7035, —4.5592, 0)', and ﬁ: (5.8792,
4.2495, 0)’. The residual sum of squares for model (10.49) is obtained as

Soap= 3 L= (i a+ )} =5771.42.

Finally, the sum of squares for interaction is obtained as the increase in residual sum of
squares from S, as

Sup = Soap—Se = 5771.42-5040.82 = 730.60

with df (a—1)(b—1) =6. Then, the F-statistic is obtained as

g Sawp/{(a=1)(b=1)} _730.60/6

= =1.1112,
6° 109.583

whose p-value is 0.3706 and non-significant. Therefore, we proceed to test the main
effects.

(b) Test of the null hypothesis H, : p;;=p +f; assuming H,g. The estimate of y;;
under H,MNH,p is obviously

Hij= (ﬂ +ﬂj) =Y. /mj.
The residual sum of squares is then
— 52
So(aMap) = ZiZjZk{yiﬂ(_ (u+5) } =2 (y.zj. /m.j.) =8722.05.
The increase in residual sum of squares is therefore

S = So(anap) —Soap = 8722.05-5771.42 =2950.63
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with df (a—1)=3. The F-statistic is obtained as

So/(a=1) _2950.63/3

F= =
&° 109.583

=8.9753,

whose p-value is 8.6 x 107> and highly significant.

(c) Test of the null hypothesis Hy : p; =p +a; assuming H,g. The estimate of yu;;
under HpNH,p is obviously

—

= (u+a;) =yi./m..

The residual sum of squares is then

Sotsr) = S Sy ra) | = S S0l T 07 i) =6130.92,

The increase in residual sum of squares is therefore

9= So(p1ap) ~Soap =6130.92-5771.42=359.50

with df (b—1)=2. The F-statistic is obtained as

Fe Sg/(b-1) 359.50/2
T & T 109.583

=1.640, (10.50)

whose p-value is 0.2051 and non-significant.

These results are summarized in ANOVA Table 10.13.
This result and the easy methods are compared in Table 10.14. It is observed again that
there is very little difference among the procedures compared. Then, our methods are

Table 10.13 ANOVA by a linear model.

Factor Sum of Squares F-statistic df p-Value
Main effects of A 2950.629 8.9753 3 0.000086™
Main effects of B 359.503 1.6403 2 0.2051
Interaction A x B 730.597 1.1112 6 0.3706

Table 10.14 Comparison of p-values of the easy methods with a standard inference.

Factor Linear model Naive Adjusted df
Main effects of A 0.000086™* 0.000087** 0.000083**
Main effects of B 0.2051 0.2048 0.2048

Interaction A X B 0.3706 0.3518 0.3517
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very simple to apply and easy to interpret. Further, it is straightforward to apply our
method to multiple comparisons and directional inference.

Next we try to test the null hypothesis Hy assuming H,NH,g; that is, ignoring the
effects of « instead of adjusting it, which should give the same result as (c) for the bal-
anced case because of the orthogonality of the two main effects. Then, what shall happen
for the unbalanced data? The residual sum of squares under H,NHzNH, is obviously

So@rpnap) = DDy Vi —Yo./m..=9136.017 (10.51)
and its increase from Sp(gnqp) 1S
S}; = SO(aﬁﬂﬂaﬂ) _SO(aﬁaﬂ) = Zj (yi/m]) —yz/m =41 3975,
with df (b—1) =2. The F-statistic is then

. Sp/(0=1) _ 413.975/2

F =
5’ 5040.82/46

=1.8887 (10.52)

and the associated p-value is 0.1628. This result suggests a relatively large difference
from other methods because of the influence of the main effect @. The analysis by F
(10.50) escapes from this spurious effect and is called adjusted for . The S, in
Table 10.13 are also adjusted for factor B. It should be noted here that the sum of
squares (10.51) is the so-called total sum of squares S of the ANOVA table. How-
ever, for the unbalanced data the sum of squares S, and S, Sp, Sqpin Table 10.13 does
not add up to S7. Instead, the sum of Se,Sa,S/*g and S, is equal to S7. Also, S,,S,, Sp,

and S, add up to Sy, where

St = Sotanprap) —Soprap) = > (V7. /mi.) = Y2 [m.
Therefore, sometimes two ANOVA tables are presented where either one of the main
effects is adjusted and the other unadjusted, thus making the sum of squares for
A,B,A x B and error equal to the total sum of squares S7. Including this phenomenon,
the analysis of unbalanced two-way datais a little controversial. Our method is essentially
the type II analysis of Yates (1934), but recommends testing the main effects only after
verifying no interaction. The analysis by F (10.52) is type I and generally not recom-
mended. The test of the main effects under the existence of interaction effects in type
[T analysis is also not recommended, since it is an analysis of non-estimable parameters
and suffers from the effects of identification conditions if the interaction actually exists.

10.5.8 Estimation of the mean u;

‘When an interaction exists, ,Et,:]» =x,-j( = yy) is BLUE. Therefore, we consider here the
estimation of ;= pu +a; +f; by

Hij =X XX
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It is obvious that this estimator is unbiased. To evaluate the variance of ,[t,-j, we intro-

!/
duce a vector v;j = (vi1,Vi2, ...,Vap) , Where

1.1
St —Si=— k=1 al=1....b.

1

Vil = b

Since j1; is expressed as v;jx, we have from (10.39) the variance

V(@) =vjdiag (6 /my)v;

1 (1 1 1 1.1 2), (10.53)
{ +(b—2);zim—ij+(a—2)— }O’ .

T ab \m b my " my
Equation (10.53) coincides of course with

. a+b-1 ,

V('u U) = abm o

of the BLUE in the balanced case. The variance V (fi;;) (10.53) has been compared
with the BLUE in an unbalanced case by Hirotsu (1969). The difference is negligible
for ji;, 15, lpy in D1, whereas BLUE is recommended for the extreme case of
fl13, i3 in D3 and fi,, in DS. In other cases, the increase of SD is approximately
5%, widening the confidence interval at this rate. An easy method for estimating
the mean is not so important compared with multiple comparisons and directional
inferences, since the LS method is also easily applicable. But still it is useful, since
the difference from BLUE is negligible for a slight unbalance.
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11

Analysis of Two-Way
Categorical Data

11.1 Introduction

An overall goodness-of-fit chi-square (3.57) for independence is a well-known
approach to a contingency table, just like an F-test in the two-way ANOVA. It cannot,
however, give any detailed information on the association between the rows and col-
umns. As an example, we give Table 11.1 which was first analyzed by Hirotsu (1977).
It gives the number of patients cross-classified by their occupation and severity of
illness at their first visit at the National Cancer Institute of Japan. The goodness-of-
fit chi-square is 95.75, with df 18 by (3.57), which is extremely highly significant.
It suggests that there is a strong association between occupation and severity of illness,
probably reflecting the differences of the system at that time for detecting cancer at an
early stage at each enterprise. The result, however, cannot tell us any details of the asso-
ciation. We may evaluate the departure of each cell from independence by the formula

. <yij_)%>/\/}’i-y-j(y--_}’i-)(y--_}’-j)7 (LD

y?

which is asymptotically distributed as a standard normal variable under the null
hypothesis of independence. These are given in parentheses in Table 11.1. There
are observed several large deviations — such as the cells (3, 1), (3, 2), and (10, 1) —
but again they cannot give any clear-cut explanation of the data. Therefore, some
multiple-comparison approaches have been proposed, among which the row- and/
or column-wise multiple comparisons proposed by Hirotsu (1977, 1983) have been

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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Table 11.1 Number of cancer patients by occupation and severity of illness at their
first visit at the National Cancer Institute of Japan.

Severity
Occupation 1. Slight 2. Medium 3. Serious Total
1. Professional and technical 148 (2.53) 444 (-2.58) 86 (0.63) 678
workers ((148.5)) ((452.4)) (77.1))
2. Managers and officials 111 (2.10) 352 (-0.58) 49 (-1.53) 512

(112.1)  ((341.6))  ((58.2))

3. Clerical and related workers 645 (6.68) 1911 (—4.88) 328 (1.04) 2884
((631.4)) ((1924.4)) ((328.1))

4. Sales workers 165 (-2.25) 771 (2.36) 119 (-0.67) 1055
((160.7)) ((764.0)) ((130.3))

5. Farmers, lumbermen, 383 (-4.41) 1829 (3.21) 311 (0.72) 2523
fishermen, quarrymen ((384.3)) ((1827.2)) ((311.5))

6. Workers in transport and 96 (2.11) 293 (-1.24) 47 (-0.75) 436
communication systems ((95.5)) ((290.9)) ((49.6))

7. Craftsmen 98 (1.15) 330 (-0.98) 58 (0.01) 486

((106.4)) ((324.3)) ((55.3))

8. Production process workers 199 (-1.91) 874 (1.03) 155 (0.34) 1228
((187.1)) ((889.3)) ((151.6))

9. Service workers 59 (1.02) 199 (-0.30) 30 (0.79) 288
((63.1)) ((192.2)) ((32.8))

10. Persons without regular 262 (-4.54) 1320 (2.74) 236 (1.53) 1818
occupations ((276.9)) ((1316.6)) ((224.5))

Total 2166 8323 1419 11908

verified to be useful on several occasions compared with other multiple-comparison
approaches — see Greenacre (1988), Hirotsu (2009), and the examples in Sections
11.3.3 and 11.4.4 (re-analysis of Table 11.1). The row-wise multiple comparisons
are essential if the data are taken as the one-way layout with categorical responses
instead of the usual normal response variables. Then, it is nothing but an analysis
of treatment effects. The multiple comparison procedure proposed first by Hirotsu
(1977, 1983) is essentially of Scheffé type, but the actual procedure was limited to
comparisons of the squared distances between every two rows or two clusters of rows,
which are uniquely defined by the normalization and orthogonality conditions. Then
there was an inevitable loss of power in the procedure. It has been extended to the
generalized squared distance among any number of rows or clusters of rows, as
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explained in Section 10.3.2 (3), and the loss of power was dissolved in the process of
Scheffé type multiple comparisons.

An interesting extension of the method is to the one-way layout with ordered cat-
egorical responses. In this case the procedure is essentially unchanged, except for the
definition of the order-sensitive chi-squared distance and the related asymptotic dis-
tribution as explained in Section 10.4.1(2). Then, the reference distribution becomes
that of the largest eigenvalue of a Wishart matrix, which is very difficult to handle. The
normal approximation given by Anderson (2003) is quite unsatisfactory, especially
when the first- and second-largest eigenvalues are close to each other. We therefore
propose a chi-squared approximation as a more reasonable one in Section 11.4.2 (2). It
nicely improves the normal approximation of Anderson and also the first-order chi-
squared approximation introduced by Hirotsu (1991).

The row-wise multiple comparisons can be applied to moderately large data with a
hundred rows. Then we need some automatic procedure for clustering. We therefore
give an algorithm for clustering rows in Section 11.3.3, so that the generalized chi-
squared distance among clusters is large, achieving simultaneously homogeneity
within each cluster.

11.2 Overall Goodness-of-Fit Chi-Square

Let a two-way contingency table be denoted by {yfj}ax , and the row, column,
and grand totals by R; =y;., C;=y;,and N =y., respectively. We assume a multinomial
distribution with cell probabilities {pij | p.= 1}. The null hypothesis of independ-
ence is

Hy:p;j=pip;foralliand j,

and the statistical inference is based on the conditional distribution given the sufficient
statistics R; and C; under H, which is the multivariate hypergeometric distribution.
The well-known goodness-of-fit chi-square,

(vj—RiG;/N)’

2 a b 2
= . . ll.
/Y 2:1:2 :jzl RIC]/N 9 ( )

has already been derived as equation (3.57) in Example 3.5, which is asymptotically
distributed as a chi-squared distribution with df (a—1)(b—1) under Hy,.
To partition y*, we introduce two vectors

/! !
r=N"2(RIP R ) e=NT R (R0

/ !
and define R?a_l)xa and C’(b_l)xb so that <;,) and (2,) are the a- and

b-dimensional orthonormal matrices, respectively. They correspond to P, and P} in
the ANOVA model of previous sections. Define a column vector z with elements
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zj=yii/ (RiC} /N ) 1/2 arranged in dictionary order. Then, under the null hypothesis H,
the conditional expectation and variance of (R’ ® C')z as the multivariate hypergeo-
metric distribution given R;, C; are

E{(R'®C)z}=0(0_1)(p-1), (11.3)
VIR @C)z}= {N/(N=1)H(g-1)(p-1); (11.4)

with 0,, and I,, the n-dimensional zero vector and the identity matrix, respectively.
It should be noted that in (R’ ® C')z, every tow of R’ makes the orthogonal contrast
in rows and every row of C' makes the orthogonal contrast in columns, thus together
making the interaction contrast. In the following we ignore the coefficient
{N/(N-1)} in the variance, since our contingency table example is usually large.
Then, every element of (R'® C')z is standardized as expectation 0 and variance 1,
orthogonal to each other. The sum of squares

7= (ReCyl? (1L5)

is nothing but the goodness-of- fit chi-squared (11.2) and every element of (R’ ® C')z
gives the partition of y? into one degree of freedom. The overall goodness-of-fit 5 test
cannot give any details on the two-way data, even if it were significant (as mentioned
in Section 11.1). It is just like the F -test in the ANOVA model. In contrast, multiple
comparisons based on the 1 df component statistics of (11.5) cannot have reasonable
power if the two-way table is moderately large. Also, the interpretation of the test
results is usually unclear, as stated in Section 11.1 regarding Table 11.1. Then, the
row-wise multiple comparison procedure proposed in Section 10.3 for the ANOVA
model is again an attractive approach. Incidentally, e;; of (11.1) is a component of
(11.5) defined by {r'(i;i) ® ¢’(j;j) }z, where
P(D) = (RN T (RY N R NG =R IR RIL N RN,

i+1

with N;=>".R;, i=(1, ...,i—1,i+1, ...,a) and ¢’(j;j) similarly defined.

ici

11.3 Row-wise Multiple Comparisons

11.3.1 Chi-squared distances among rows

(1) Pair-wise chi-squared distance. Those chi-squared distances introduced in this
section are a generalization of those introduced in Section 10.3.2 for discrete data. The
chi-squared distance between the /th and mth rows is defined as a component of
(11.5) like

k)= |{r (k) @ Cz|, (11.6)
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/ 1, 172 -1/2 -12
Fi)= (Ry R (00 0R 04 0-R204-0) b= 1, aily £,

(2) Chi-squared distance between two subgroups of rows. Without any loss of
generality, let the first subgroup H;{l, ..., p;} be composed of the first p; rows
and the second subgroup H,{p; +1,...,p1 +p2} be composed of the subsequent p,
rows (p;+pz<a). Then, the chi-squared distance between the two subgroups is
defined by

A (HisHy) = |[{F (Hy; Hy)® 'z, (11.7)
12 plj2 _ R1/2 1/2
' - et 12 R, p1+1_“_Rp1+pz
r(Hi;Hy)= (T + 151 <T1 T, T, T, 0---0 |,

I = ZieHl Ri, Tr= ZieHZRi'

(3) Generalized chi-squared distance among any number of subgroups. Without
any loss of generality, we assume a partition of rows into m subgroups:

Hl{l, ...,pl},Hz{pl +1,...,p1 +p2}, ...,HK{p1 +- -+ pPr-1 +1,...,p1 +-~-+pK(=a)}.

Then, the generalized chi-squared distance is defined by

K(Hy s He)=max, o e 10" @ C)zl?, py =&, (R:/T)*fori € Hy, (11.8)

where T = ) ey, R:.

The maximization is actually with respect to &= (¢}, ..., {x) under the condition

ST =0, 28 8=1. (11.9)

Let Yiy=) .cpyvi. k=1, ..., K, denote the frequency of the kth cluster at the jth col-

umn, so that {Y};} gives a K x b table with the row total T} collapsing these pooled
rows. Then, equation (11.8) becomes

!
wi

W(Hps..sHg)=maxg & | 0 | (wi--wi)E

!
Wk

/
withwk:(Tk/N)_l/ZC’<C1_1/2Yk1, ...,Cb_l/zka) . (11.10)
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In particular, we have
/
(W],...,W[() (T11/2, ceey T11</2) :Zf:l (Tkl/zwk) :NC/C=0

i
suggesting (Tll/z, e Tll(/z) to be an eigenvector of the matrix (w- - 'W[(),(Wl < Wg)

corresponding to a zero eigenvalue. Then, the maximization with respect to £ reduces
to the problem of the largest eigenvalue of (w;---wg) (w---wg) and the condition
(11.9) is automatically satisfied.

11.3.2 Reference distribution for simultaneous inference
in clustering rows

All the chi-squared distances (11.6) ~ (11.8) introduced in the previous section are

bounded above by x*({1};...:{a}) =max,,,_, 2=, [{#' ® C'}z||* which is the lar-

gest eigenvalue of WW, where W=(w1-~wa),w,~=(Ri/N)_l/ZC'(Cl_]/zyn,...,

C, 1/ 2y,-;, )'. Its asymptotic null distribution is that of the largest eigenvalue of
W{Imin(a_l, p-1)» max(a—1, b— l)}, as given in Lemma 10.1 for the ANOV A model.

11.3.3 Clustering algorithm and a stopping rule

To execute the row-wise multiple comparison procedure for a moderately large two-
way table, it is convenient to have software working automatically. We therefore
introduce the clustering algorithm proposed by Hirotsu (2009) to obtain a classifica-
tion of rows such that the generalized squared distance among clusters is significantly
large, achieving simultaneously homogeneity within each cluster. We have already
introduced a chi-squared distance among clusters, and therefore we can propose
the following algorithm based on this.

(1) Specify K, the number of clusters.
(2) Start from a clusters, each of which is composed of one row.

(3) Let Gy, ...,G,—i+1 be the clusters at the kth stage. Find two clusters G; and Gy that
give the smallest squared distance y*(G;; G;) among all possible combinations of two
clusters from Gy, ...,G,—k+1. Then, combine these two clusters to form (a—k) clusters
for the next (k+ 1) th stage.

(4) Continue procedure 3 until the number of clusters becomes the pre-specified num-
ber K. The resulting partition is denoted by Gy, ..., Gg. Then, make an adjustment by
the next algorithm.
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(5) First calculate the squared distance between row 1 and clusters Gy (1), ...,Gg(1),
where Gy (1) denotes the fact thatrow 1 is eliminated from G;. Then classify row 1 into
the cluster that gives the smallest squared distance y*(1;Gx(1))amongk=1, ..., K.
Do the same thing between row 2 and the renewed clusters with row 2 eliminated.
Continue the process repeatedly until no reduction in the generalized squared distance

;{2(G1; ...; Gg) is obtained.

(6) Stopping rule: We begin with K =2 and continue the process until the general-
ized squared distance among the clusters (Gj, ...,Gk) becomes significant for the
first time at the pre-specified level a;. Then we evaluate the variation within each
cluster by the maximum eigenvalue at level a,. If all K clusters show non-
significant within variation we stop here, concluding that there are K clusters
and giving their interpretation. Example of section 11.4.4 at K=2 is typical for
this case. If all K clusters show significant within variation we proceed to the
K +1 th cluster and continue the process. As an intermediate case, let the within
variation be significant for K| clusters and non-significant for K, (= K—K;) clus-
ters. Then we fix those K, clusters and apply the clustering procedure anew to the
rows in K, clusters.

As an example, we obtain a significant classification at K =2 in Example 11.1
below with two clusters G1(1) and G»(2, ..., 8). The within variation in G, is signif-
icant, so K;= K =1 in this case. We fix and eliminate G, and apply the clustering
procedure anew to G,. In this particular case we need not adjust the significance level
ay, since it follows the closed testing procedure of Marcus et al. (1976). This suggests
that it is reasonable to take a; = a,, since otherwise we apply different a’s to G, in
testing within variation and the clustering procedure, respectively. We apply this gen-
erally in the following, since there is no reason to choose any particular value for a,.
The subgroup G, was not analyzed separately, but as part of the original table in Hir-
otsu (2009). This leads to putting the coefficient p; to zero for the eliminated rows in
calculating the generalized squared distance among the clusters from G,. Then, the
maximization does not reduce to the maximum eigenvalue problem and requires a
very complicated optimization procedure. The difference lies only in the treatment
of the column totals of the two-way table, and there is only a slight difference in
the outcome. Therefore, we deal with G, independently from the eliminated rows
in this book.

Example 11.1. Israeli adults cross-classified by worries and country of origin.
The data in Table 11.2 were reported by Guttman (1971) and have been analyzed
by Greenacre (1988) by the method of Hirotsu (1983). 1554 Israeli adults are
cross-tabulated according to the row categories of principal worries and the column
categories depending on their country of origin, with abbreviations as follows: 1.
ASAF, Asia-Africa; 2. IFAA, Israel, father Asia-Africa; 3. IFI, Israel, father Israel;
4. IFEA, Israel, father Europe-America; 5. EUAM, Europe-America.
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Table 11.2 Israeli adults cross-classified by principal worries and residence area.

Residence area

Worries 1. ASAF 2.IFAA 3. IFI 4.IFEA 5. EUAM
1. Personal economics 104 14 9 16 48
2. Other worries 81 14 12 52 128
3. Sabotage 70 9 7 24 117
4. Enlisted relative 61 8 5 22 104
5. Military situation 97 12 14 28 218
6. More than one worry 20 2 0 6 42
7. Economic situation 4 1 1 2 11
8. Political situation 32 6 7 28 118

First applying the clustering algorithm to rows, we obtain a highly significant
squared distance 77.90 between clusters G(1) and G»(2,...,8) at K=2 for the
reference value 23.55 at a=0.05 from the Wishart distribution W (I4, 7). The within
variation 24.66 of the cluster G, evaluated as the largest root of W (1,4, 6) is significant
with p-value 0.018. Therefore, we separate G, (Personal economics) and apply the
clustering procedure anew to G,. The generalized chi-squared distances y?(2;3,
4,5,6,7,8)=20.77 atK =2 and )(2(2; 8:;3,4,5, 6,7 =2099 at K=3 are non-
significant at significance level 0.05 as the largest eigenvalue of W(ly, 6), and we
obtain a significant result first at K=4 with chi-squared distance x?(2;3,
4,6;5,7;8)=23.195 and related p-value 0.030. The generalized chi-squared distance
among five clusters G(1), G»(2), G3(3,4, 6), G5(5, 7), and Gg(8) is 91.81, and its
relative contribution to the largest root 92.73 of the original table is 0.99.

Now the software first presents the original data and calculates the Wishart matrix
W W via the vector wi(11.10) with K =a and its largest eigenvalue as 92.73, which is
evaluated as highly significant by the Wishart distribution W(1, , 7). Then the cluster-
ing algorithm starts for the pre-specified number of clusters K = (2,...,8). The search
for significant clustering at pre-specified a=0.05 goes like this. First try K =2 to find
clustering in G{(1) and G»(2, 3, 4, 5, 6, 7, 8) is highly significant with p-value
0.13x 107'°. Then check the within variation of sub-clusters to find G, is inhomoge-
neous with p=0.018 by the Wishart W(1,, 6). Therefore, after separating G,(1), re-
clustering of G, starts and obtains a significant clustering first at K=4 for
G»(2), G3(3,4, 6), G5(5,7), and Gg(8) with generalized squared distribution distance
23.20 and related p-value 0.030. The within variation of sub-clusters G3(3,4, 6) and
Gs(5, 7) is evaluated as non-significant with p-values 0.718 and 0.949 by the Wishart
distribution W(I,, 4) and W(I,, 4), respectively. Therefore, the algorithm stops here
and gives a summary of the classification, the generalized squared distance 91.84
among five sub-clusters, and its contribution to the original largest root 92.73.

In this case, however, the number of clusters 5 is too large for a =8, and the relative
contribution looks excessively high. Therefore we may try another significance level,
a=0.10 say. Then we can separate row 2 (Other worries) from G, with p-value 0.081.
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Table 11.3 Collapsed data.

Collapsed table Simple departure measure
Cluster Fi(1,2,3) F44) F5(5) Fi(1,2,3) F4(4) F5(5)
G(1) 127 16 48 1.75 0.73 0.5
G>(2) 107 52 128 0.98 1.58 0.88
G53, ..., 8) 356 110 610 0.87 0.89 1.12

The within variation in the counterpart sub-cluster Gs(3, ..., 8) is 15.17 with p-value
0.19 by Wishart distribution W(ly, 5), and the algorithm stops here. Thus the algorithm
first separates 1 (Personal economics) and then 2 (Other worries) from subgroup G;
related to political matters. The relative contribution of G(1), G»(2), and G5(3, ..., 8)
is still 0.88 and reasonably high.

Since the column categories are also nominal, we can apply the same procedures to
them as rows and obtain a significant clustering F'(1, 2, 3) and F4(4, 5) at K =2. This
separates the subgroup related to Europe-America from the others. Applying the
largest eigenvalue test to each of F; and F, the former is found to be homogeneous.
In contrast, the largest eigenvalue 24.55 of F is significant at @ =0.05 and immedi-
ately suggests that F, should be separated into F4(4) and F5(5), since this is only one
possible classification. The generalized chi-squared distance 90.54 among F, Fy, Fs
explains 98% of the largest root 92.73 of the original table. If we employ a=0.10, we
have the same result.

The collapsed data and the simple departure measure from the independence model
vii {(R;Ci/N) of Cox and Snell (1981) are given in Table 11.3. It is seen that G, is
strongly associated with the cluster F (1, 2, 3) of columns. G, is strongly associated
with F, and the subgroup Gs(3, ..., 8) is associated with Fs. In short, those from
Asia-Africa tend toward personal economics while those from Europe-America tend
more toward the political situation and other worries. The reader is recommended to
compare this analysis with that of Guttman (1971).

11.4 Directional Inference in the Case of Natural
Ordering Only in Columns

11.4.1 Opverall analysis

In the case where there is natural ordering in columns, we are interested in distinguish-
ing some systematic departure such as the upward or downward tendency along with
columns. The hypothesis of interest is

, . Pi1 _Pi2 Pib . , 4
T: ——<=—=<- <=2 i1,
Pi Pi2 Pib
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which is a probability version of (10.29) and also an extension of (5.19) in
Section 5.2.3. This is a sort of profile analysis of rows, and order-sensitive squared
distances have been proposed by Hirotsu (1983, 1993, 2009). For the upward and
downward profiles, the cumulative chi-squared has been proposed, which simply
replaces the matrix c by C* in the definition of goodness-of-fit ¥* (11.5), where
the jth row of C* is

) (e )

g+, b) = —+
(1,050 ) Ve

Vi Vi Y Vi Vi
(11.11)
Vi=Y%1Co Vi=Y0 4 Cro for j=1, ... b—1. (11.12)

We call ¢*'(1,...,j;j+1,...,b) a step change-point contrast between the jth andj + 1th
columns. Thus, an overall cumulative chi-squared statistic is defined by

)(*22H(R,®C*,)Z||2=ZT2+"'+Zzz—1’ (11.13)

where ;(;2 is the goodness-of-fit chi-square for the a x 2 sub-table obtained by collap-
sing columns 1, ..., jandj+1, ...,b, respectively. This obviously corresponds to S
(10.30) of the normal model in Section 10.4.1(1). The chi-squared approximation of
the null distribution is obtained by extending the method in 6.5.3 (2) (a) to the two-
way contingency table:

ki =E(r?) = (a=1)(b-1)=df,
K=V (r?) =2(a—1){b—1 +2(y1 o +“+”“> } =242,
72 Vb-1
=Vl Vi
This formula is the same as obtained in 10.4.1 (1), except for the definition of y;.

The improved upper percentile and the upper tail probability are obtained by the
method in Section 6.5.3 (2) (a), just by changing the definition of kappa to ki, x>,

and «3 :8(a—1)tr{C*'C*}3 based on

[ 1 \/}’1/}’2 \/}’1/}’3 \/71/}’b—1_
\/71/72 1 \/}’2/73 \/72/7b—1
c'c=| Vnlrs /v 1 N3V |

T Tt N2 Ve T3 e ]
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That is, replacing 4; by y;. These formulae coincide with the formulae for the normal
model in Section 10.4.1(1) by altering (11.12) to V;=j,V;' =b~j, ory;=j/(b=)).

11.4.2 Row-wise multiple comparisons

(1) Chi-squared distances. The chi-squared distance between the /th and mth rows,
the chi-squared distance between two subgroups of rows, and the generalized chi-
squared distance are defined parallel to Section 11.3, simply replacing c by C* in
equations (11.6) ~ (11.8),

22 (lsh) = || (7 (k) @€z, (11.14)
K2 (HyHo) = ||{r (HisHy) © €'z, (11.15)
o' @ C Y2, pi=Ci{ R/ T} fori € H.

(11.16)

Then all the chi-squared distances (11.14)~(11.16) are bounded above by
){*2({1};...;{a}):maxp,rzo’ HI]szlH{p’@C"/}sz, which is the largest eigenvalue

Wi of W'W', where W*:(w’f,...,wj;),w?:(R,-/N)_l/2 C*'(Cl_l/zyil,...,

*2 . .
1 “(Hy;..;Hg)= Max,, o 2

C, 1 zy,-b ). Its null distribution is that of the largest eigenvalue of the Wishart matrix
W(C Y'C*, a— 1) when a 2 b. The distribution is very hard to handle, but we can give
a very nice chi-squared approximation in the following.

(2) Chi-squared approximation of the distribution of the largest eigenvalue of
the Wishart matrix. The proposed method adjusts the first two cumulants to d;(]%
as before. These cumulants are obtained by asymptotic expansion, applying the
method of Sugiura (1973) as

2 T1T; T1TjTk
E(Wl) =K = qu+<1—>22<,<p J ZZZ<;<k<pm’
J
(11.17)
i} —24% +32q+ 144 0t \’
V(Wl):K2=2qT% qqqz:2<]<p< 1;_)
2 +6g-4) , ! (11.18)
q°+6g— TITjTk
+7 < < —7
q ZZZ <j<ks<p (Tl )(Tl Tk)

where g=a—1,p=b-1, and 7; is the jth largest eigenvalue of C*'C" satisfying
S 7j=tr (C*'C*) =b-1. Then E(W;) and V (W;) are set equal to df and 2d°f, respec-
tively. In particular, in case of b=3 (p=2) they reduce to

2
E(W;)=xi =qr) + (1——)£:df, (11.19)
q) -
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—2¢° +32g+ 144 2
V(W) =k =2¢7 + — 1 q3q (;‘_Z) =24 (11.20)

In the balanced case, where all the column totals are equal, the 7; are explicitly

b
Tj {j(j+1)}’] 1,...,b-1,
so that 7y =3/2,7,=1/2 for b=3 and 7, =2,7,=2/3, 73 = 1/3 for b=4, for example.
Then, for the balanced case the first terms in £(W;) and V(W) are dominant when g
is moderately large, since then the largest eigenvalue is large enough compared with
the other eigenvalues. The two-way ANOVA model fits to this situation, and in this
case the approximation by 7 ;{f] is suggested by the form of (11.19) and (11.20). It has
actually been shown to behave better than the naive normal approximation by Ander-
son (2003). However, if the largest and second-largest eigenvalues are close, making
71 — 72 small, then the rest of the terms in (11.17) and (11.18) become non-negligible
and we need full terms in these equations. In Table 11.4 we give upper five and one
percentiles calculated by several methods, where 0-approx. is the normal approxima-
tion by Anderson (2003), 1-approx. is the chi-squared approximation by Hirotsu
(1991) using only the dominant terms, and 2-approx. is the chi-squared approximation
using full terms (Hirotsu, 2009). Zonal is the value obtained by Aida and Hirotsu
(1983) through the Zonal polynomial expansion of the cumulative distribution func-
tion of the largest eigenvalue of the Wishart matrix given by James (1964, 1968), and
adopted here as reference value. They employed 120 terms to ensure accuracy up to
two decimal places. It gives a very good reference value, but obtained only in a very
limited case. The vacancies in Table 11.4 mean, for example, that the required accu-
racy has not been achieved even with 120 terms in the Zonal polynomial expansion. It
is seen from this table that the accuracy of the 2-approx. is excellent, whereas the nor-
mal approx. is very poor when the largest and second-largest eigenvalues are close to
each other. The proposed method behaves much better in those least favorable cases.

11.4.3 Multiple comparisons of ordered columns

Because of the natural ordering, not all the permutations of columns make sense and
we are interested in the (b—1) step change-point contrasts ¢*'(1,...j;j+1,...,b)
defined in equation (11.11). We have already discussed a mathematically equivalent
model in Section 10.4.1 (3) for the normal distribution, where a method is proposed
for comparing ordered rows. Here we apply the idea to the ordered columns and pro-
pose a maximal statistic

max acc. y* (C*') =max;|| {R'®c*'(1,....j;j+ 1,---,b) }z|*, (11.21)

where the maximization is with respecttoj=1, ..., b—1. This is actually the maximal
component of y* ? defined in (11.13), and detects a cut point of the largest contribution
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Table 11.4 Comparing upper percentiles by several approximation methods.

1 b=3
71
Y% a—1 Method 1.2 1.3 14 Balanced 1.6 1.7
5 Zonal 15.01 15.62 16.40 17.27 18.21 19.17
0-approx. 12.24 13.26 14.28 15.30 16.32 17.34
1-approx. 13.28 14.39 15.50 16.61 17.71 18.82
2-approx. 15.23 15.45 16.17 17.06 18.02 19.02
10 Zonal 2378 25.05 26.54 28.14 29.79 3147
0-approx 20.83 2256 24.30 26.03 27.77  29.51
5 l-approx. 2197 23.80 25.63 27.46 29.29  31.12
2-approx. 21.99 2430 26.13 27.89 29.62 31.36
20 Zonal 39.58 42.12 44091 47.81 50.76  53.75

O-approx. 36.48 39.52 42.56 45.60 48.64  51.69
l-approx. 37.69 40.83 43.93 47.12 50.26  53.40
2-approx. 3831 41.62 44.65 47.65 50.66  53.69

5 Zonal 19.72  20.76  21.98 23.28 2462 2599
O-approx.  18.03 1831  19.17 20.23 21.38 2258
l-approx. 18.10 19.61 21.12 22.63 24.14  25.65
2-approx.  20.14  20.59 21.67 22.97 2435 2578

10 Zonal 29.52 3135 33.37 35.48 37.62  39.80
O-approx. 2543 2838 30.62 32.71 3478  36.84
1 l-approx. 27.85 30.17 3247 34.81 37.13 3946
2-approx. 2636  30.02  32.65 35.04 37.34  39.62

20 Zonal 46.82 50.06 53.50 57.02 60.59

O-approx. 4375 37.85 5145 54.97 5848 61.99
l-approx. 45.08 48.87 52.59 56.35 60.11 63.86
2-approx. 44.61 49.17 53.03 56.75 60.44 64.11

(continued overleaf)
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Table 11.4 (Continued)

2) b=4
Case
% a—1 Method 1 Balanced 3 4 5
5 Zonal 22.75 20.92 19.48 23.41 24.06
0-approx. 21.53 19.20 17.14 22.40 23.17
1-approx. 21.29 18.98 16.94 22.14 22.90
2-approx. 22.45 21.40 21.18 23.31 23.90
10 Zonal 36.69 33.35 30.62 37.91 39.28
5 0-approx. 36.09 32.17 28.72 37.53 38.83
1-approx. 35.21 31.38 28.02 36.61 37.88
2-approx. 36.33 32.93 30.17 37.63 38.80
20 Zonal
0-approx. 62.30 55.54 49.59 64.79 67.03
1-approx. 60.40 53.85 48.08 62.82 64.99
2-approx. 61.68 55.54 50.29 63.96 66.01
5 Zonal 30.43 27.72 25.49 31.42 32.35
0-approx. 25.28 22.54 20.12 26.29 27.20
1-approx. 29.01 25.86 23.09 30.17 31.21
2-approx. 30.45 28.60 28.31 31.32 32.16
10 Zonal 37.99
1 0-approx. 41.38 36.89 32.94 43.04 44.52
1-approx. 44.63 39.79 35.52 46.42 48.02
2-approx. 45.41 40.83 36.92 47.18 48.72
20 Zonal
0-approx. 69.79 62.21 55.55 72.53 75.08
1-approx. 72.24 64.40 57.50 75.13 77.72
2-approx. 73.27 65.70 59.06 76.09 78.60
Case 1 Balanced Case 3 Case 4 Case 5
To/T) 0.3 1/3 0.4 0.5 0.6
73/T, 0.5 12 0.4 0.5 0.6
TI—T> 1.45 4/3 1.15 0.86 0.61
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to y* . It is asymptotically distributed as the maximum of the correlated chi-squared
variables under the null hypothesis of independence. We call this method max acc.
27(C7). A very efficient algorithm for the p-value calculation is given by Hirotsu
et al. (1992) based on the Markov property of the successive chi-squared components.
The idea is as follows.

Let u;={R'®c*'(1,....j;j+1,...,b) }z. Then the asymptotic null distribution of u;

is N(0, I,_) with covariance Cov (uj,uj/) =1;l,_1, where 7j; = , /yj/yj/ is the (7, j)
element of C*'C”, 1 <j<j < b—1. Therefore, x> =u;” is distributed as the chi-squared
distribution with df a—1 and the joint distribution of ;(J’-‘z and ;{}‘,2 is a bivariate chi-

squared distribution with correlation z;;. The Markov property exists in #; and we
have the factorization of the joint distribution as

flur, coupoy)=f(uy |uz) x - xf (wp—z | up-1) xf(up-1),

where f (u; | ;s ) is the conditional normal density ofN{rjj+ U1, (1 —rfjJr . )Ia_l }

2

given u;, 1. Then the conditional distribution of ||u;|*/ (1 Ty

given u;j, 1 is the

non-central chi-squared distribution with df a—1 and the non-centrality parameter

rjzj+ N7 12/ (1 —Tfﬂ 1) thus depending only on ||u;. | ||%. It suggests a Markov prop-

erty of the sequence of ;(j*z, j=1,...,b—1, and leads to the recursion formula for the
distribution of max acc. )(2(C *). The idea is similar to that of Section 6.5.3 (1) (d),
which led to the recursion formula for max acc. 71.

We define the conditional joint probability of (||u;||*, ..., ||u/|?) given ||juy/|* as

Fi (el ¢) =Pr (ller > <o e > <l ) k=1, o b1,

Then we have

Fii1 (Huk+1| 2, C) = Pr(Hul||2<C’""||uk||2<C,||uk+1||2<c|||uk+1”2)
=[ 2 Pr(Hul||2<C’""||uk||2<C’||uk+1||2<C|||uk||2,||uk+1”2)
[[oex

A
(11.22)

]I ”7Fk<||uk||2, c) xfk<||uk|‘2|||uk+1||2)d||uk||2if||uk+1||2<c’
u ||

0, otherwise,

(11.23)

where fk(||uk||2|\|uk+1||2) is a conditional distribution of |juy/|> given |juy1]|*.

Equation (11.22) is from the total probability theory and (11.23) is due to the Markov
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property of the sequence of ||u||*, corresponding to (6.29) and (6.30) of max acc. 71,
respectively. The conditional distribution is easily obtained by applying the asymp-
totic expansion of the non-central chi-squared distribution with respect to its non-
centrality parameter as

0o o 21 Uy 2
(Pl ) =g, ()
l!(l—r% k+1) T k1

2
T%, gt [ |
o= ——F——,
1- Tk, k+1
where g,(x) is a density function of the chi-squared distribution with df v. The
p-value is obtained at the final step by 1—Fj, where the integration by |ju,_||* is

unconditional with respect to the chi-squared distribution fj,_; (||ub_1|\2|||ub||2) =

2
ga-1 (Jlen-1|I).

In contrast, a closed form is given by Hirotsu ez al. (1992) up to k=3 ~ 5, expressed
in the summation of the chi-squared distribution function G,_1 42 {c / (1 —T]%’ i+ 1) }

Since they exhibit little complication, we give here only a formula for b =3. This for-
mula for b=3 coincides with the formula obtained by Siotani (1959) through direct
inversion of the joint characteristic function of the bivariate chi-squared distribution.
These formulae can be applied to Section 10.4.1 (3) with R* instead of C*:

, o _ o L(f/2+k) 4 -
p=3:Prmax () s} = (1-) Tt (U SE Gj%”k(l_r%z),f—a—l.

11.4.4 Re-analysis of Table 11.1 taking natural ordering
into consideration

(1) Overall analysis by the cumulative chi-squared statistic. As a typical example,
we analyze Table 11.1. The components of the cumulative chi-squared (11.13) are
obtained as the goodness-of-fit chi-square of the two collapsed sub-tables given in
Table 11.5. Then we get

X2 =x 7+ 57 =91.251+8.390 =99.641.

The constants for the chi-squared approximation are

2 <y1>_ 2 ( 2166 2166+ 8323

d=1+— (It - =1.030
-1\, §323+1419' 1419 ) ’

b—1 371
F=(10=1)x (3=1)/d=17.374,
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Table 11.5 Calculation of the components of cumulative chi-squared.

Severity Severity

Occupation ~ Slight ~ Medium-Serious  Slight-Medium  Serious Total

1 148 530 592 86 678
2 111 401 463 49 512
3 645 2239 2556 328 2884
4 165 890 936 119 1055
5 383 2140 2212 311 2523
6 96 340 389 47 436
7 98 388 428 58 486
8 199 1029 1073 155 1228
9 59 229 258 30 288
10 262 1556 1582 236 1818
Total 2166 9742 10489 1419 11908
s 4
72=91.251 232=8.390

Table 11.6 Chi-squared distances between two rows (rows rearranged).

Row 10 5 4 8 7 9 2 1 6 3
10 0 08 252 167|893 7.72 18.6 18.3 15.3 50.1%"
5 0 0.88 0.65| 686 579 152 15.9 125  47.8"
4 0 1.10 | 471 3.73 941 114 8.51 2357
8 0 383 395 105 929 835 235"
7 0 0.41 1.71 0.68  0.82 1.48
9 0 0.30 124 030 0.85
2 0 2.7 0.35 1.48
1 0 0.92 1.01
6 0 0.16
3 0

giving d)(_% =29.08 (¢=0.05), 35.14 («=0.01). In this case the column totals are
highly unbalanced in size, concentrating on medium severity, so the gain in power
is not so much compared with the usual goodness-of-fit chi-square. It suggests
anyway a strong association between occupation and severity of illness, but again
cannot tell us any details of the data, because it is an overall test.
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(2) Row-wise multiple comparisons. For reference, we first give the chi-squared
distances (11.14) between two rows in Table 11.6, where the rows are rearranged
so that two rows which give a smaller distance come closer to each other. Applying
the clustering algorithm of Section 11.3.3 based on the cumulative chi-squared
statistics, we have a highly significant chi-squared distance y*?(G;G4)=90.96
between two clusters G(1, 2, 3, 6, 7, 9) and G4(4, 5, 8, 10) at K =2. For reference
value we have 712 =1/7, /7, =0.1734, which gives 7; = 1.1734, 7, =0.8266. These
two eigenvalues are very close, suggesting that this might be a worst case for the
chi-squared approximation beyond the range of Table 11.4 (1). However, it can still
give an approximate critical value 0.541 y3; <,,(0.05) =19.39 by (11.19) and (11.20),
which will be enough to evaluate )(*2 (G1;G4) =90.96. Since the more accurate critical
value obtained by Aida and Hirotsu (1983) by Zonal polynomial expansion is 21.85
at a=0.05, the approximation is not so bad. However, we still recommend using the
formula of Section 11.4.2 (2) within the range of Table 11.4 (1) and (2).

To evaluate the within variation of G; and Gy, the largest eigenvalues
Wi (G)=3.37and W (G4)=2.83 are calculated. Their respective p-values are
obtained as 0.86 and 0.34 by the chi-squared approximation for the largest eigenva-
lues of W(C’{’CT,S) andW(CZ'CZ, 3), where the matrices C;'C?, i=1, 4 are calcu-
lated by equation (11.11) for the respective partitioned sub-tables. Thus the
algorithm stops here, declaring that there are two different subgroups of rows.

(3) Comparing ordered columns. We apply the max acc. y*(C*') (11.21) method of
Section 11.4.3. The components of y*? (11.13) have already been calculated in
Table 11.5, and max acc. y*(C*) is y:2=91.251. This is evaluated as highly signif-
icant by the formula (b =3) of Section 11.4.3, suggesting separation between columns
1 and 2. The within variation of the sub-table composed of columns 2 and 3 in the
second cluster is evaluated as the usual goodness-of-fit chi-square, since it is com-
posed of just two columns. It is 5.23 and non-significant as chi-squared with df 9.
The collapsed sub-tables in two ways and a simple departure measure from independ-
ence are given in Table 11.7. Now the interpretation is clear. The cluster Gy(1,
2,3,6,7,9) is characterized by the high proportion in the ‘slight’ category of illness
relative to the cluster G4(4, 5, 8, 10) . This result suggests also a simple block inter-
action model

pij=pip jOm (I=1forie Gy, [=2fori € Gy;m=1forje€ F\, m=2forj€F,).
(11.24)

The fitted frequencies by model (11.24) are obtained by an iterative scaling procedure,
keeping the entries of Table 11.7 in addition to all the marginal totals, and given in
Table 11.1 just below the original data in double parentheses. A very nice fit is seen by
adding just one parameter for interaction, where the df for interaction 6,,,is obviously
1. The goodness-of-fit chi-square of model (11.24) reduces to 8.04 with df 17, from
95.75 for the independence model with df 18. Indeed, the fit is excellent.
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Table 11.7 Collapsed data and simple departure measure.

Collapsed table Simple departure measure
Cluster Slight (F,) Medium- Slight Medium-
Serious (F5) (Fy) Serious (F5)
G((1,2,3,6,7,9) 1157 4127 1.20 0.95
G44,5,8,10) 1009 5615 0.84 1.04

11.5 Analysis of Ordered Rows and Columns
11.5.1 Opverall analysis

The idea of the previous section is naturally extended to the case of natural ordering,
both in rows and columns. Now the doubly accumulated chi-square is defined by

7 =||(R®C )|, (11.25)

where R is defined similarly to C* by r*'(1,...,i;i+1,...,a) instead of
c'(1,..j;j+1,...,b):

r'(1,..,0i+1,...,a)=

(Lot} (L E VR

Ui U; U; U; Ur U

with U;=3"4_ \Ri, Ui =320 _,, [Refor i=1, ..., a—1.
(11.26)

We call r (1,...,55i+1,...,a) also a step change-point contrast between the

ithand i+ Ithrows. y*** is equivalent to the sum of squares of the goodness-of-fit
chi-square ()(l’;*z) of all the (a—1)(b-1) partitions of the original table into 2x 2
sub-tables — see Table 11.10 (1) and (2), for example. Thus, an overall cumulative
chi-squared statistic is defined by

)(**2 = (R*/® C*')z||2 =%T’152 +-- +)(Z*_21’ ho1- (11.27)

This obviously corresponds to S5+ of (10.31). The cumulants for the chi-squared
approximation are given by

K1 =E(z"?) = (a-1)(b-1)=df, (11.28)
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A M+ .o+

X{b_1+2(yl++yl++lyb_l>}=
72 Vb-1

and k3= 8tr{ (R*’R* ® C*'C*)S} with

(11.29)

: \/il//la—l_
NV AZ/la—l

1 N
N 1
JiTE

R'R* = M ok 1 N3 et |
VA At A2 haot A3 Mot 1 ]
and
1 Vnln Vil il ]
vnln 1 Vlrs o
c'c=| Vs Vnin 1 V1|

Voot 12 V-1 N1 1

where 4;=U;/U;.

11.5.2 Comparing rows

The data of Table 11.8 are taken from a phase II clinical trial to find an optimal dose
(Hirotsu, 1992). Table 5.5 employed in Section 5.2.3 (1) is a part of this table. Now the
rows represent the dose levels and the columns are the ordered categorical responses
in six levels from unfavorable to excellent recovery. This table is characterized by the
natural ordering in both rows and columns, and the purpose is to compare the rows
based on the response profiles along the ordered columns. Then it seems most appro-
priate to apply the step change-point contrasts to rows. This implies analyzing
Table 11.9 (1) and (2), obtained by separating and collapsing the original table at two
cut points in rows. There are several methods for dealing with the ordered columns.
We consider three typical ways in the following.

(1) Max Wil method. We can apply a Wilcoxon rank sum test to each of
Table 11.9 (1) and (2), and take the maximum of the two. The statistic is described as
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Table 11.8 Original data from phase II trial for an antibiotic.

Improvement

Drug Undesirable Slightly Not useful Slightly Useful Excellent Total

Undesirable useful
Placebo 3 6 37 9 15 1 71
AF3 7 4 33 21 10 1 76
AF6 5 6 21 16 23 6 77
Total 15 16 91 46 48 8 224

Table 11.9 Sub-tables for maximal contrast test for rows.

(1) Collapsing AF3 and AF6

Improvement

Drug Undesirable Slightly Not useful Slightly Useful Excellent Total

Undesirable useful
Placebo 3 6 37 9 15 1 71
AF3 12 10 54 37 33 7 153
& AF6
Total 15 16 91 46 48 8 224

(2) Collapsing placebo and AF3

Improvement

Drug Undesirable Slightly Not useful Slightly Useful Excellent Total

Undesirable useful
Placebo 10 10 70 30 25 2 147
& AF3
AF6 5 6 21 16 23 6 77

Total 15 16 91 46 48 8 224
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max Wil = max; [{r*'(l,...,i;i+ 1,...,a)®s}z], i=1,2, (11.30)

where s is Wilcoxon’s rank score:

1 Ci+1 N+1 C+1 N+1
§=— \/Cl L - hl ,\/Cz C1+ 2t - hl ey
ow 2 2 2 2

Cp+1 N+1
1/Cb<C1+"'+Cb—1+ b2 - ) )}/,

Ci+1 N+1\)?
N N CYSTCE e

To calculate the p-value for a moderate sample size, we can apply the normal approx-
imation. Then it is nothing but max acc. #1 of a one-way layout with n,=R;, i=1,2,3
and df for error co.

(2) Max y*? method. We can apply also the cumulative chi-squared statistic to each
of Table 11.9 (1) and (2), and take the maximum of the two. The statistic is a variation
of max acc. y* and described as

max acc.;(*z(R*') = max; || {r*'(1,....;;i+ 1,...,a)®C*/}z||2, i=1,2. (113D

The p-value is evaluated approximately as the maximum of the bivariate chi-squared
distributions for a moderate sample size.

(3) Max max y method. We can also apply the maximal contrast statistic (max acc.
t1) to each of Table 11.9 (1) and (2), and take the maximum of the two. The statistic is
described as

max max y =max; max; { r(1,....,;;i+1,...,a) @c”(1,....j;j+ 1,....,0) }z

= max; max; y;",

Hok Sk U,V/ U,' Uz*vjv]* -1/2
i =<Y"f "N )( N : (11.32)

where Yi*=3" > yu, and U, U;, V;,V; are defined in (11.26) and (11.12),
respectively. The statistic y;* is nothing but the component of 27? (11.25) in

Section 11.5.1. The exact algorithm for the distribution function of max max y
was obtained by Hirotsu (1997). Define a conditional probability

Fe(rp) = Priay<g ..x <g | ¥},

i ! .
where xi* = (rii, o2t ) Yo =(Yie,.... Y) and x;*<q¢ means yjf<c for
[=1,...,a—1. Then we have a recursion formula
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Fkﬂ(ﬁil):;Fk )xf(Y}:*|Yk+1)
k

where f(Y;*| ¥;%,) is a conditional probability of ¥;* given Y% . To be exact,
define a matrix

r1 0 0-- 00 7

-1 1 0--00
0O -1 1--00

i s 1.,
Thenf (Y;" | ¥} ) is obtained as f (AY;" | AY}" | ), which is a multivariate hypergeo-

metric distribution given the row total AY7”, ; and the column total Y. The p-value is
obtained finally by 1-F} z*) (see Hirotsu, 1997 for more details).

Example 11.2. Analysis of Table 11.8

(1) Overall analysis. The sub-tables for calculating ;(**2 are given in Table 11.10 (1)
and (2). Then, from (11.27) we obtain y**2 —)(ﬁz +--+ )(§§2 =31.361. The constants
for the chi-squared approximation are obtained from (11.28) and (11.29) as

d=1.5125x1.2431=1.8802,
f=(3-1)x(6-1)/1.8802=5.319.

*%2

The p-value of y*** evaluated as 1.88y2 5, is 0.0067. This suggests the effects of the
active drug, but can give no more details.

(2) Comparing dose levels

(a) Max Wil method. The Wilcoxon rank test (11.30) applied to each of Table 11.9
(1) and (2) gives W;=1.29and W, =2.76, respectively. Therefore, max Wil is
W, =2.76, with p-value 0.005 (one-sided) and 0.011 (two-sided) by the normal
approximation. That is, there is a cut point between AF 3 mg/kg and AF 6 mg/kg,
and AF 6 mg/kg is a strongly recommended dose.

(b) Max ;(*2 method. The cumulative chi-squared (11.31) applied to each of
Table 11.9 (1) and (2) gives y{?=>""_ ¥[2=735and ;32 =30 732 = 24.01,
respectively. Therefore, max acc. y**(R") is 2572=24.01, with p-value 0.005
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Table 11.10  Sub-tables for doubly accumulated chi-square y**2.

(1) Collapsing AF3 and AF6

Improvement

Drug 1 2~6 1,2 3~6 1~3 4~6 1~4 5,6 1~5 6

Placebo 3 68 9 62 46 25 55 16 70 1
AF3 12 141 22 131 76 77 113 40 146 7
& AF6

\ 4 4 \ 4
22=1.0159 xi32=0.1179 32 =4.4677 y;:2=0.3368 x12=1.4121

(2) Collapsing placebo and AF3

Improvement

Drug 1 2~6 12 3~6 1~3 4~6 1~4 5~6 1~5 6

Placebo 10 137 20 127 90 57 120 27 145 2
& AF3
AF 6 5 72 11 66 32 45 48 29 71 6

\ \ \ \ \
52 =0.0078 yi2=0.020 32=7.880 x52=10.033 x32=6.069

(two-sided) and the same conclusion is obtained as for the max Wil method. It should
be noted that max y*? is essentially a two-sided test, since the basic variable is a sum of
squares, whereas max Wil and max max y are useful for both one- and two-sided tests.

(c) Max max y method. The statistic max max y (11.32) is calculated from
Table 11.9 (1) and (2). It is nothing but the square root of ;(ﬁjz =10.033, with p-value
0.0077 (one-sided) and 0.014 (two-sided), and the same conclusion is obtained as for
the max Wil method. Although in this example it gives a slightly larger p-value than
max Wil and max y*2, it depends of course on the data. This test is most attractive for
its exact p-value and applicability to both one- and two-sided tests. It can further sug-
gest that AF 6 mg is characterized by a high proportion of useful and excellent cate-
gories, since a cut point is suggested between columns 4 and 5.

References

Aida, M. and Hirotsu, C. (1983) A method for comparing the multinomial distributions under
order constraints and the table of percentiles. Jap. J. Appl. Statist. 12, 101-110 (in Japanese).



ANALYSIS OF TWO-WAY CATEGORICAL DATA 297

Anderson, T. W. (2003) An introduction to multivariate statistical analysis, 3rd edn. Wiley,
New York.

Cox, D. R. and Snell, E. J. (1981) Applied statistics. Chapman & Hall, London.

Greenacre, M. J. (1988) Clustering the rows and columns of a contingency table. J. Classif. 5,
39-51.

Guttman, L. (1971) Measurement as structural theory. Psychometrika 36, 329-347.

Hirotsu, C. (1977) Multiple comparisons and clustering rows in a contingency table. Quality 7,
27-33 (in Japanese).

Hirotsu, C. (1983) Defining the pattern of association in two-way contingency tables. Biome-
trika 70, 579-590.

Hirotsu, C. (1991) An approach to comparing treatments based on repeated measures. Biome-
trika 78, 583-594.

Hirotsu, C. (1992) Analysis of experimental data: Beyond the analysis of variance. Kyoritsu-
shuppan, Tokyo (in Japanese).

Hirotsu, C. (1993) Beyond analysis of variance techniques: Some applications in clinical trials.
Int. Statist. Rev. 61, 183-201.

Hirotsu, C. (1997) Two-way change point model and its application. Austral. J. Statist. 39,
205-218.

Hirotsu, C. (2009) Clustering rows and/or columns of a two-way contingency table and a related
distribution theory. Comput. Statist. Data Anal. 53, 4508-4515.

Hirotsu, C., Kuriki, S. and Hayter, A. J. (1992) Multiple comparison procedures based on the
maximal component of the cumulative chi-squared statistic. Biometrika 79, 381-392.

James, A. T. (1964) Distribution of matrix variates and latent roots derived from normal sam-
ples. Ann. Math. Statist. 35, 475-501.

James, A. T. (1968) Calculation of Zonal polynomial coefficients by use of the Laplace—
Beltrami operator. Ann. Math. Statist. 39, 1711-1718.

Marcus, R., Peritz, E. and Gabriel, K. R. (1976) On closed testing procedures with special ref-
erence to ordered analysis of variance. Biometrika 63, 655—-660.

Siotani, M. (1959) The extreme value of the generalized distance of the individual points in the
multivariate normal sample. Ann. Inst. Statist. Math. 10, 183-208.

Sugiura, N. (1973) Derivatives of the characteristic root of a symmetric or a Hermitian matrix
with two applications in multivariate analysis. Commun. Statist. 1, 393-417.



12

Mixed and Random
Effects Model

In factorial experiments, if all factors except the error are fixed effects, we have a fixed
effects model. If the factors are all random, except for a general mean, we have a ran-
dom effects model. If both types of factor are involved in the experiment, we have a
mixed effects model. In previous sections fixed effects models were mainly discussed,
except for the recovery of inter-block information in the BIBD. However, there are
cases where it is better to consider the effects of a factor to be random, and we discuss
the basic ideas in this chapter. There is a factor like the variation factor which is dealt
with as fixed in the laboratory, but acts as if it were random in extensions to the real
world. Therefore, this is a problem of interpretation of data rather than of mathematics.

12.1 One-Way Random Effects Model
12.1.1 Model and parameters

Let us consider an experiment to produce products by a workers using a machine. The
yield of the kth experiment by the ith worker is denoted by y;.. Denoting the expected
yield of worker i by u; and the measurement error by e;, we have a one-way
layout model

Yik=pi+ew, i=1,..,a,k=1,...,m.

The worker can be a fixed factor but also considered random if they are selected ran-
domly from the population of workers in the factory. Then we are interested in eval-
uating the variation of the population rather than comparing yields u;, ..., p, of the

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
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selected workers by chance. Therefore, we define the expectation u and variance 6> of
u; in the population. We define the difference
Qi =p;—H
and call it a main effect of worker i. Then we have
E ((X,‘) =0
V(a,-) =0 (21
Finally we reach a model
Va=pt+ait+ex, i=1,...,a,k=1,...,m, (12.1)
where we assume o; and e;; are distributed independently of each other as N (0,62 ) and N
(0, 6%), respectively. If an expert is expected to produce a high yield with smaller var-
iation, we have to assume a model V(ej) = aiz, i=1, ..., a, but we do not consider the
case here. If the assumption of the equality of variance is doubtful, we need to test
this also.

12.1.2 Standard form for test and estimation

Similarly to Chapter 2, we can express the model in matrix form as

y=li X |* | +en a= (@ .. ),
(14

where n=am, a~N (O,Uflla),en ~ N(0,6°I,), &, and e, are mutually independ-
ent, and

Jn O 0
0 jl?'L 0
Xy =
0 0o - j,
Differently from Examples 2.1 and 2.3, we have
E(y) =, (12.2)
V(y)=02X, X, +0°,, (12.3)

but the orthonormal transformation M’ (2.38) is useful also in this case, and we have a
standard form

n‘l/zyu
yi- n'2(u+a.)
z=M'y=|m~'/’P, . =| m'?Pa |+E (12.4)
Ya 0
L2y
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which is distributed as a multivariate normal distribution with

Vi
Ez)=| 0 |,
0
mo? + o* (14 0 (12.5)
V(z)= 0 (mo(zl +O'2)Ia_1 0
0 0 oI,

This form suggests that all the elements of z are independent and the statistics
Jny=y.
Sa=m™ |PX,yI[ =m0 (5;-y.)?
Se= 1@y 1° =3 =)
=30 0=y =m3, (5. -5.)°

are the complete sufficient statistics. These sums of squares are the same as those of
the fixed effects model given in Section 6.1. As mentioned there, we first calculate

Sr=3> i =y’ /n (12.6)
and Se= Ziy%/m—y%/n 12.7)
and then by subtraction Se=8S7-3S,. (12.8)

By equations (12.4) and (12.5), we have

E(Sq)=(a-1) (mo2+0?)
E(S,)=(n-a)o*.

Therefore,
6°=S,/(n-a) (12.9)

62=m~"{S,/(a=1)-S,/(n—-a)} (12.10)

are the minimum variance unbiased estimator of 6> and 2 with variances

V(6*)=26*/(n-a), (12.11)
2
) _i (m0'§+62) o*
and V(G”)_mz{ia—l +—n—a s

respectively.
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12.1.3 Problems of negative estimators of variance components

It should be noted, however, that 8,21 (12.10) can take a negative value, whereas it must
be positive. Therefore an easy modification

62 =max (32, 0)

is often made. This obviously makes a biased estimator, but the mean squared error is
reduced.

The negative best unbiased estimator is a difficult problem, often encountered in the
estimation of variance components. We introduce here the idea of Smith and Murray
(1984) to justify the negative estimator by regarding a certain variance component as a
covariance. For simplicity, we consider a one-way layout model (12.1), where we
assume the normal distribution for y; with covariance structure

*+60,, i=i, k=K,
Cov(yix,yiw) = < g, i=i, k£kK,

0, i#£7.
That is, the o> previously defined as the variance of worker @, is considered as the
covariance of measurement errors within the same worker. If index & distinguishes
a litter of animals from the same mother, then parameter 6, expresses the covariance
among their characteristic values. It is natural to consider a negative value for 6, by
competition among the animals for nutrition. Then, the non-negative condition for 62
is relaxed to the condition of positive definiteness of the covariance matrix

1, + 04,4,

This condition can still be violated, but the possibility of an inappropriate solution
would be considerably reduced.

The confidence interval for 67 is easily obtained from the chi-squared distribution
of S, with df n—a. For 6% the approximate methods are given by Tukey (1951), Mor-
iguti (1954), Bulmer (1957), and Williams (1962). Boardman (1974) compared these
methods by Monte Carlo simulation. In particular, Williams’ method is preferred in
the sense that a true confidence coefficient does not go down below the nominal value.

In contrast, a positive linear combination of the squared normal variables generally
follows the chi-squared distribution approximately; the distribution becomes very
unstable if negative coefficients are included as in (12.10). Therefore, it would be
recommended to estimate 6> + 67 instead of 2. In this case we have an estimator

(S S
Giwzz_( +_>, (12.12)

m\a-1 a

m? a-1 a

_ 2, 2)\2 1\ 4
V<63+(,2)=3{(m%+o) , (m=1)o } 1213
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which is more stable. Also, 62 +¢? is a variation of one experiment by one worker
and easy to interpret.

Meanwhile, the variance of the general mean y._ is (moZ+¢*) /n from (12.5). This
is estimated simply by

(m(fg:az)/n=5a/{n(a—l)}.
Then, it is easy to see that

(5. ~4)/[Sa/ {n(a=1)}]"

is distributed as a #-distribution with df a— 1, which leads to a confidence interval for
the general mean of

p~y. % [Sa/{n(a=1) 1" tac1 (a/2). (12.14)

12.1.4 Testing homogeneity of treatment effects

Since the statistics S,, and S, are distributed as (mo? +¢*)y2_, and o%y2_,, the rejec-
tion region of the null hypothesis

H() : 6(21 =0
is given by the F-test,

F= Mﬁaﬂ_a (a). (12.15)

"~ S./(n-a)
When the null hypothesis fails, the statistic

F =Sa/{(a—1)(mafl+02)}
Se/{(n-a)e?}

is distributed as an F-distribution with df (a—1,n—a). Thus, the power of the test
(12.15) is obtained from

(12.16)

2
(2
PriF>F, 1,-a = PiFo 1 p-a>——Fa1n-a .
t{F>Fq-1n-a (@)} f{ 1, >mo§+52 1. (0!)}

The power becomes large when m and the ratio o-i /o are large.

12.1.5 Between and within variance ratio (SN ratio)
Finally, for the confidence interval of the ratio

y=0./c* (12.17)
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we have

1
Pr{ ———<F, 1 1-a$Fi i -a(a =l-a
{Fn—a,a—l (061) a-1,n—-a a—1,n a( 2)}

for Fy_1-4 (12.16) and for any (ay, a,) satistying a; 20, ap 20, a; + az =a, which
leads to the confidence interval with confidence coefficient 1—a,

l{ 1 xS”/(a_l)—l}saisI{Fn_a,a_l(al)xw_l}'

m | Fa-tp-q (@) S./(n—a) S./(n—a)
(12.18)

Usually,
a=ay=aj2ora;=a, a; =0

is chosen. In the latter case, only the right-hand-side inequality is concerned in

(12.18). The ratio 6(21 /& is called a signal-to-noise (SN) ratio in engineering.

Example 12.1. Content rate of sulfur in sulfide mineral. Sulfide mineral has been
brought to a factory in many freight cars. Six cars are selected at random, and the con-
tent rate of sulfur is measured for five samples from each car, as given in Table 12.1
(Moriguti, 1976).

The sums of squares are calculated as follows. First, from (12.6) we have

Sr=(42.0>+41.8°+-- +40.4*)-1228.6*/30=10.19
and from (12.7)
S« = (207.0> +207.5> +205.0% +201.9% + 205.1> + 202.1%) /5-1228.6* /30 =5.59

and then by subtraction
S,=10.19-5.59=4.60

with df 24. These results are summarized in Table 12.2.

Table 12.1 Content rate of sulfur.

Sample j
Car i 1 2 3 4 5 Total Sum of squares
1 42.0 41.8 40.8 414 41.0 207.0 8570.84
2 41.4 41.5 41.1 41.6 41.9 207.5 8611.59
3 41.1 40.8 40.2 41.5 414 205.0 8406.10
4 40.5 40.8 39.9 39.7 41.0 201.9 8153.99
5 41.2 40.9 40.7 41.3 41.0 205.1 8413.43
6 40.5 40.3 41.0 39.9 40.4 202.1 8169.51

Total 1228.6 50325.46
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Table 12.2 ANOVA table for one-way random effects model.

Factor Sum of squares df Mean sum F SN ratio
of squares

Treatment S,=5.59 (12.7) 5 1.118 F=5.84"(12.15) y (12.17)
Error S,=4.60 (12.8) 24 0.192

Total Sr=10.19 (12.6) 29

It should be noted that Table 12.2 is the same as Table 6.1 for a fixed effects
model, except for the definition of y. The observed F ratio is highly significant com-
pared with Fs 54(0.01)=3.90. Therefore, we proceed to estimate the variance com-
ponents. The estimate of 6’ (12.9)1s 0.192, as given in Table 12.2, with the estimate of
variance

V(6°)=2x0.192%/24=3.07x 1072,

which is obtained by substituting 5% in (12.11).
The estimate of ()’3 +07 is, from (12.12),

62 +02=0.378

and the estimate of its variance is, from (12.13),

—\2
2 2 2
. <m5a+o') 1) (5%
V(o2+o?)= RUGDICHN PN
m a—1 a

The estimate of the SN ratio is obtained as
7= (0{4-\02)/82—1 =0.378/0.192-1=0.97

and the confidence interval at confidence coefficient 0.95 is obtained by putting
a;=a,=0.025 in (12.18) as

0.170<y<7.13.
Finally, the confidence interval of the general mean is, from (12.14),
1 ~40.95 £ [5.59/{30(6—1)}]"t5_1(0.05/2) = 40.95 +0.50.

This suggests the range of sulfur content in the arrived lots by many freight cars.
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12.2 Two-Way Random Effects Model
12.2.1 Model and parameters

Extending the idea of the previous section, suppose there are many working machines
in the factory and b of them are randomly chosen. The a workers work on all b
machines m times in random order. Let the yield of the kth experiment by the ith
worker on the jth machine be y;, the expected yield of the ith worker on the jth
machine be y;, and an independent random error with expectation zero be e;y. Then
we have a model

yl;ikzﬂij+e,;,~k, i=1,...,a;j=1, ...,b;k=1, cee, M. (1219)

Let p,, ; be the expected yield of machine j over the population of workers and y; 4 the
expected yield of worker i over the population of machines. Then the expectation of
Uq, j over the population of machines is denoted by .4, which is also the expectation
of p; p over the population of workers and called a general mean. Then

Qi =Hig—Hap
;= Haj=Hap
(aB);; =M= Hip=Haj+ Hap

are called the main effects of worker i, machine j, and the interaction between them.
The ; and p; are independent, since the workers and machines are independently cho-
sen. The covariance between ¢; or f; and (af3);; is shown to be zero, as follows. In the

calculation of E {a,-, (aB) 7 }, we take the expectation first with respect to the machine,

fixing the worker, then we have

E{ i @By } = E{ (i =tap) (1.5~ Ho g=Hap + ap) } =0
and similarly for ;. We therefore have a model
Hij=Hop + i+ + (aﬁ>ij

where «a; and f; are independent and their covariances with (af);; are zero. Further
introducing the normality assumption, we have a model in the matrix expression

Y =Hop J+ X+ XsB+Xo5(af) +e,
a~N(0,L,), ﬁ~N<(), G/Z,Ib), (ap) ~N(0, ogﬁlab), e~N(0, 3I,), n=abm,

a, B, (af) and e are mutually independent.
(12.20)

The expression of y is formally equivalent to the fixed effects model in Section 10.2,
but the distribution theory is different. In this model the expectation of y is y44 j and
the variance—covariance matrix is
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V() =0 XX, +0,X X+ 00y XapX oy + 071,

12.2.2 Standard form for test and estimation
In this case also the orthonormal transformation in Section 10.2 is useful as it is. Using

!
the same notation as (10.9) for M’y = (zﬂ"ﬂ,z;,z;,,z;ﬁ,z;) , we have

/
EM'y)= (Vs 0,0,0,0'), (12.21)
V(M) =
(62 + bl +ame} +mo?, 0 o 0 o
0 (0—2 +bmao? +m6(zl/,>1ﬂ_| 0 0 0
0
0 0 (n‘z +amo’f, + maiﬁ>lb_| 0
0 0 0 ((’2“""0(21/;)1(“71)@71) 0
0 0 0 0 (721,1,“[, ]
(12.22)

Thatis, . ., Sa = |24l S = 125/, Sus = llzas]|*, and S, = || Q'y||* are the complete suf-
ficient statistics and their explicit forms are given in (10.11) ~ (10.14). From the struc-
tures of (12.21) and (12.22), the distributions of these sums of squares are easily
derived as

Sur (02 +bmo? + magﬂ) e (12.23)
Sy~ (02 +ama’+ maﬁﬂ) P (12.24)
Sap~ (2 +ma2y )22 1oy (12.25)

Se~ o)y (12.26)

We can also easily obtain the minimum variance unbiased estimators of 62, 0/2),, aiﬂ,
and o> by equating those statistics to their expectations, namely by solving the
equation

bm 0 m 176, Se/(a=1)
0amm1||6; | sye-
0 0 ml]||6 Sep/(a=1)(b-1)

0 00 1]]|4 S./(n—ab)



308 ADVANCED ANALYSIS OF VARIANCE

The explicit forms are as follows:

2 2
2 (0‘2 +bm ag +m 6§ﬂ> (62 +m 6@,)

&i=(bm)_'{;fa1‘(a_f)(%}’ V(3§)=(bm)z T T @a-nw-1
0'2+am0'2+m(7,21 ? 62+m0',2, ’
6Z=(“”’)_l{bs——ﬁ1'<a‘—1§?2—_1)}’V(&ﬁ):(ai)z ( i 2 +(<a—1)<b—ﬂ1))

2
2 2
i = 2 (0‘ +mo ) 4
&§ﬂ=m‘l{i)—&z},‘/(ﬁz>=— i + d

(a=1)(b-1

20*
A2= - b &2 =
6*=S./(n—ab), V(&%) —ab

The confidence interval for ¢° is easily obtained by the chi-squared distribution
(12.26) but for other variance components, only the approximate intervals are avail-

able. Also, except for 57, negative estimators are possible and one should refer to
Smith and Murray (1984) for this situation.

12.2.3 Testing homogeneity of treatment effects

It is easy to construct test procedures on variance components based on the distribu-
tion theory (12.23) ~ (12.26). To test

Heyp aiﬂ =0against Ky : aiﬂ >0,
the rejection region R, of size a is

Sap/{(a=1)(b-1)}

Rap: =5, Jtn=ab)

>Fla-1)(b-1),n-a (@)-

To test
H,: c>=0againstK,: c>>0,
the procedure is changed according to 55/1 =0or aiﬁ #0, as

- Sa/(a-1)
“" S,/ (n—ab)

/. Sa/(a_l)
R S ta=1 (-1

If we have a significant result by the rejection region R, when oiﬂ =0, it is not clear

>Fa_in-a (@) if ooy =0,

)} >Fa—l,(a—l)(b—l)(a) lfo-i[} %0

which of o7, or 65 is the cause of it because of the distribution (12.23). When o, =0,
Sqp behaves just like S, but usually it is not pooled into S.,.
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Testing Hp : 0%; =0 1is essentially in the same way as H,,. It should be noted here that,

as stated in Section 10.2, the test of a factor does not depend on the definition of factors
in the fixed effects model, but the tests in this section depend on the definition of these
factors. Therefore, one should take care of the interpretation of the main effects when
interaction exists.

12.2.4 Easy method for unbalanced two-way random
effects model

For the unbalanced two-way data, the sufficient statistics are not complete and
uniformly minimum variance unbiased estimators are not available. For various
proposals and reviews, one should refer to Searl (1971) and Khuri and Sahai
(1985). In contrast, Rao (1971a,b) proposed MINQUE, the minimum norm quadratic
unbiased estimator. However, in the unbalanced case the minimal sufficient statistics
are not complete and those estimators have no global optimality, except for being
unbiased. Therefore, an appropriate analytical method is more strongly desired than
a fixed effects model. Under these circumstances, Hirotsu (1968) showed that an easy
estimator based on the sum of squares in x;; = y;;. and the unbiased variance &” behaves
well if there is no empty cell.
Let x be (x11,X12, «+s Xap )’, then similarly to (12.20) we have

X = pogiap+ La® jp)a+ (j, @1p)B+ L (aB) + €3 j).

aN(0,020), N (0,631, (af) ~N (0. 0%l

é(i)(j)- NN{O, azdiag (m;l) },

a, f, (af), and e are mutually independent.

The definition of basic statistics S,, S4, Sp, and S is the same as (10.35) ~ (10.38)
in the fixed effects model of Section 10.5.2. In this case again S.=
S S S (k=) s distributed as 022, with df n—ab,n=m.. and mutu-
ally independent with (S, Sg, Sqps). Therefore, S, /(n—ab) is the best unbiased estima-

tor of 6° as usual. To calculate the expectations of S,, Sp, and S5, we note that the
variance—covariance matrix of x is simply

V(x) =02 (L @jyt,) + 05 (udy @ 1) + (ag,,, +m—162)1(,,, +o2diag (mi;l _m—l).
(12.27)

To calculate E(S,), we further note that

V(Eq) = {2+ b7 o2k (bm) ™o M+ b7 b + b7 ding{ 3, (- ),
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where (. = (¥., ....%,.)". Then we have
E(Sq) =t {bPPV (%)} = (a=1){bo2 + 2+ m ™' 0%}, (12.28)
V(Sa)=2tr {bPPV (%))}
=2[(a-1) (b2 2y 7' 1o o715 g ot
Similarly we have
E($p) = (b= 1){ach+ 2y +m™'0? ], (12.30)

V(Sy)=2 [(b—l)(aa§+6iﬁ+m_152>2+fﬁ{a_lzi (mi;l—m_l) }04]. (12.31)
For S,5 we have, from V(x) (12.27),
E(Sap) =tr { (P.@P,)(Pu@Py) V(x)} = (a=1)(b-1) (of,/, +m! 2), (12.32)

V(Sap) =2t { (PuPy) (PuPy) V(x) )

5 (12.33)
=2(a—1)(b—1)(65ﬂ+m_102) +f,,,;<mi;1—m_1)0'4

The functions f,, f3, fus in these equations have been defined in Section 10.5.3.
To test

Hyp ‘731/3 =0against Ky : "(21/} >0
at significance level @, an approximate rejection region R,

mSap/{(a=1)(b=-1)}
S./(n—ab)

Rop >F(a1)(b-1).n-a (@),

is suggested by (12.32). The characteristics of this rejection region are exactly the

same as in the fixed effects model in Section 10.5.3. Under the alternative hypothesis

K, the power is very close to the balanced case of Section 12.2.3 with hypothetical

repetition number m, since the positive 0(21/, reduces the effects of unbalanced m;;.
To test

H,: 6>=0againstK,: ¢>>0

the procedure is changed according to aiﬂ =0or oﬁﬁ # 0 by the form of (12.28). For
the respective cases, the following rejection regions are suggested:



MIXED AND RANDOM EFFECTS MODEL 311

R, mSy/(a—1)

: Fatn-a if 62,=0
S./(n—ab) >Fa-tn-a (@) if o

/ mSa a—1 .
- S"ﬁ/{(ai(l)(bzl)} >Fa1,(a-1)(b-1)(@) 1fg§ﬂ7é()

The characteristics of the rejection region R, under the null hypothesis H,, are exactly
the same as in the fixed effects model in Section 10.5.3. When o-iﬂ =0, S, behaves
just like S, but usually it is not pooled into S,. The test statistic of R/, is more
complicated, since the denominator does not follow the chi-squared distribution.
Nevertheless, the size of the rejection region R, is very close to the nominal value
a, since the positive 0,2,/, reduces again the effects of unbalanced m;. This tendency
becomes more prominent under the alternative hypothesis K,. Testing Hp: o,%:O

is discussed similarly to testing H,. One should refer to Hirotsu (1968) for the details
of these properties.

Next we proceed to estimate the variance components by the moment method.
We already have the expectation and variance of the sum of squares as in
(12.28) ~ (12.33). Then, the unbiased estimators of the variance components are

obtained as
S, S,
52=p-! a ap i
%a a—1_(a=1)(b-1)
S S
=2 _ -1} O P
e {b—l (a—l)(b—n}’

S ~2
2o=)_ P T
@) (a=1)(b=1) m [’

206%

n—ab’

6>=S,/(n—ab), V(¢*) =

To calculate the variance of these estimators other than 82, we need covariances
among the sums of squares in addition to variances. The calculations are tedious
but not difficult by expressing the sums of squares in matrix form in x. We show only
the result in the following (see Hirotsu, 1966 for details):

2
o 20 b b(b-1) o, 2b o,
Vit == |~ 5 2 af 2( 2 af
(62) =42 |:a—16“+ a-1 (0"+b—1 Ta-1)° \ % o1

Ar-n (o) s () 2o ) Hamten) |
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Table 12.3 Repetition number.

D1 D2 D3 D4 D5
Column Column Column Column Column
1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1 1 1 1 1 2 1 1 1 1 1 4 2 2 2
Row 2 2 3 1 1 2 3 1 4 1 2 2 2
3 3 3 31 2 1 3 5 4 1 1 2 2 2

N 204
m?(n—ab)’

These formulae coincide with the formulae in Section 12.2.2 if the m;; are all equal.

Mostafa (1967) proposed purposely unbalanced two-way designs with repetition
numbers one or two and without an empty cell to reduce the experimental cost. For
the analysis he used the same procedure as proposed by Hirotsu (1966).

Bush and Anderson (1963) evaluated the variances of estimation by the methods
G, and G, of Yates (1934) and G5 of Henderson (1953) in various unbalanced
two-way designs. We compare our easy method with their results in Table 12.4 for
those designs given in Table 12.3. We evaluated our method also by the relative varian-
ce of Bush and Anderson, which they introduced to define the relative efficiency of

various designs to the balanced 6 x 6 design. The combinations of (Giﬂ’ 0(21, 5/23, 52)
are also the same as considered by Bush and Anderson (1963). The easy method is
seen to give uniformly minimum variance among compared methods, except for
the case of estimating ai/j when aiﬂ is small. This case is, however, not so important.
The easy method for a random effects model is more attractive than the fixed effects

model, since the minimal sufficient statistics are not complete and there is no uni-
formly optimum procedure.



Table 12.4

Comparing the relative variance of several estimators.

2

o oy oy o Desigm G G G H G G G H G G G H
DI 488 488 488 445 554 554 458 445 326 326 326 299
D2 6.12 515 453 445 612 515 453 445 350 315 315 299
1 1 16 1 D3 656 625 484 450 656 625 484 450 370 359 359 3.02
D4 942 524 458 452 942 524 458 452 423 320 320 3.04
D5 440 440 440 440 440 440 440 440 294 294 294 294
DI 183 183 183 175 180 180 173 174 204 204 204 2.8
D2 223 178 173 174 223 178 173 174 337 210 210 217
1 1 1 1 D3 313 201 185 1.82 213 201 185 1.82 265 230 230 244
D4 327 190 185 185 327 190 185 185 627 250 250 2.6l
D5 165 165 165 165 165 165 165 165 184 184 184 184
DI 150 150 150 136 649 649 542 531 283 283 283 268
D2 140 138 136 136 207 608 537 531 528 278 278 2.68
6 0 4 1 D3 154 155 142 137 117 730 583 554 385 311 311 280
D4 151 139 136 137 471 644 568 563 974 293 293 286
D5 135 135 135 135 507 507 507 507 255 255 255 255
DI 140 140 140 126 133 133 134 135 155 155 155 1.90
D2 132 126 126 126 455 134 134 135 529 167 167 186
6 2 1 1 D3 141 141 132 127 235 148 142 139 161 181 181 225
D4 141 127 127 127 979 139 140 140 138 228 228 256
D5 126 126 126 126 130 130 130 130 135 135 135 135
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12.3 Two-Way Mixed Effects Model
12.3.1 Model and parameters

In the problem of the previous section, let the » machines represent a particular type
and their efficiencies be of concern. Then we have a mixed effects model with the
machines fixed and the workers random. This situation is most controversial, and var-
ious models are proposed, among which we follow the most general model of Scheffé
(1959) in this section (see Miller, 1998 for other models). The related topics are the
recovery of inter-block information in the incomplete block designs (Chapter 9) and
the profile analysis of repeated measurements (Chapter 13).

Similarly to the previous section, let the yield of the kth experiment by the ith
worker on the jth machine be y;, the expected yield of the ith worker on the jth
machine be y;, and an independent random error with expectation zero be e;;. Then
we have a model

ik =t e i= 1, aj=1, . bk=1, ... m. (12.34)

Let us define a vector
wi= (1 ...,,u,»b)/,i=1,...,a, (12.35)

which is regarded as a random sample from the worker population. The expectation
and variance—covariance matrix of y; are denoted by

p=(ys ooty and o= {0y}, (12.36)
respectively, where g and £2 are fixed parameters. A general mean is defined by
p=b""3"0 ;.
Then the main effect of the jth machine is defined by
Bi=w=n.

In contrast, the averaged yield of worker i on the b machines is defined by

= -1y~
Hi.=b j=1Hij>

and the main effect is defined by
a;=fl;— . (12.37)

The effect of worker i on machine j is
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and a; is the average of (12.38). The excess of equation (12.38) over (12.37) is called
an interaction, and is expressed by

(aﬂ)ij=ﬂij_ﬂj_l7i. +u.
Thus we have a model
yij=pt+ai+ﬁj+(aﬁ)ii, i=1,...,a,j=1,...,b,

where a; and (af);1, ..., (aff);, are random variables not independent of each other.
Their covariance structure is determined by £ (12.36). In the matrix expression

ai=b"' (u;=—p) =b""j pi—p.

(aB); Hy
(aff); = =(I-b"" )~ | ¢ | +4,
(aB) Hp
and we have
b1 b1 e bl b1 b1 oo bl !
a 1-p=t  —-p=1 ... _p7! 1-p~! —-p~t ... —p7!
Vv = Q
(ol
b1 bt o 1-p7! -b~' bt 1-p7!

Therefore we obtain
V()= b_zzjzj,ojj/ =o.,
Cov {(aﬂ)ij, (@) } =0j/—06,.—6j+6.,

Cov {ai, (aﬁ)ij} =0;.—0..
Assuming the normal distribution N(u, £2) for u;, we finally have a model
Y=+ Xoo+Xpf+Xop(apf) +e
a~N(0,6.1)
(ap); NN{O, (0jy—0j.—6 + 6'..)hxh},
e~ N(0,6°1,),

(12.39)

where the interactions (efff); are mutually independent for different i’s, the random
error e is independent of other variables & and (af);, and column vectors a, f, and
(aefp) are defined as usual. From (12.39) we have
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E(y)=w+Xup
V(y)=6. XX, + Xo{l,2(61. 6., ....5p. 5. ) } X,

+Xop{1,2(61.-6.., ...,6p.—5..) } X,

+Xaﬂ{la®(o'jj’ —5j. —5.jf +5")bxh}X;3 +021.

12.3.2 Standard form for test and estimation

We apply the orthonormal transformation M’ of the previous section again to
obtain

!
My=2= (92t tpt, ) -
It is easy to see the expectation
v
0
E(z)= | \JamP,p (12.40)
0
0

and after some calculation, the variance is obtained as

—62 +bmeo.. 0, \/Emo-/Pb 0/ 0/ -
0 (02+bm5--)1a—1 0 \/};m(la—l(g)o'lpb) 0
V(z)= \/EmP;)O' 0 o, +mP2,bebe 0 0 ’

oL (g-1)(p-1) +

0 Vonll@hio) 0 m(Lr@PZypPy)
L o 0 0 0 oIn-a |
(12.41)
where 6= (6., ...,65.) and Zjx )= (ajj/—ﬁf—&j +5“)bxb'

Now the structure becomes clear, and we proceed to test the effects of factors. By
the similarity of the structure of y in (12.20) and (12.39), the sums of squares are the
same as in Section 12.2, although their distributions are different.

12.3.3 Null hypothesis H,; of interaction and the test statistic
By the form of equation (12.41), the null hypothesis is expressed as
Haﬂ : P;)bebezo.
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This is equivalent to the equality
ojj =5j< +5.j1—(_7..,j,j/ = 1, vy b,
or in matrix form

—-0.
1

1
.be;,=ja'+6j’—&jj'=(ja)l 0](]’0‘)'.

However, since 2, (12.36) is a positive non-negative definite matrix it must be in
the form

Heup: Qb5 =6.Jj - (12.42)
Then p; (12.35) is in the form
Hi=p+ai],
where p is a fixed vector (12.36) and
a;~N(0,5.)

represents the random part. Thus, the null hypothesis H,; implies that the u;’s are dis-
tributed parallel around the mean vector y over the worker population. This model
appears as the null model of the profile analysis in Chapter 13.

Under the null hypothesis H,g, the statistic S, is distributed as 62)(%0_1)<b_1) and
is independent of S,, which is distributed as 62y2_,,. When H, fails, S,z is still
independent of S, but is not a non-central chi-squared distribution. Since
m(Ia_1®P;,bebe) is a positive matrix, it is statistically larger than under the null
hypothesis, similarly to in the fixed effects model. The expectation is, for example,

E(Sup) =tr{o™(a-1)(p-1) + (ISP, Zp,Py) }
=(a-1)(b-1)c” +m(a—1)>_(0;-5.),
and the second term is positive by definition. Thus,

_ Sap/{(a=1)(b=1)}
S./(n—ab)

F

of (10.16) in Section 10.2 is appropriate also as a test statistic in this situation. How-
ever, the row- and/or column-wise multiple comparisons would be more useful than
an overall F-test. The row-wise multiple comparisons intend to make a group of work-
ers who have similar response pattern to the types of machine. The purpose of the
column-wise multiple comparisons will be to select a group of machines of high effi-
ciency or robust against the variation factor. Anyway, the distribution theory under the
null hypothesis is the same as the fixed effects model, and the methods of row-wise
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multiple comparisons in Chapter 10 are applicable as they are. The real examples are
given in Chapter 13 for the profile analysis of repeated measurements.

12.3.4 Testing main effects under the null hypothesis H,;
Under the null hypothesis H,;, the meaning of the test for main effects
H,:6.=0 (12.43)
and Hp:Ppu=0
is clear. The null hypothesis H, implies that the random part vanishes and Hy implies
Hg: p=yj (12.44)

as usual. Since the variance—covariance matrix under H,g is

(62 +bmé.. 0 0’ 0’ 0
0 (6*+bme ),., 0 0 0
2
V(Z) — 0 0 O Ib_l 0 0 , (1245)
0 0 0 1 (- 1)(p-1) 0
L 0 0 0 0 o
the F-tests are constructed as usual:
S./(a=1)
as o o~ Fa— n—-a s
Sef(nmab)~ Femtonma(@)
Sp/(b=1)
Bt m >Fp_1, n-av(@)

12.3.5 Testing main effects H; when the null hypothesis H,; fails

When the null hypothesis H,; fails, the test of H, makes no sense while the test of Hy
(12.44) still makes sense. It is testing whether there are differences among the fixed
parameter (machines) beyond the variation factor (interaction between worker and
machine). However, the result should be combined with the column-wise multiple
comparisons of the interaction effects. Usually the rejection region

Foe Sp/(b-1)
5=

Sap/{(a=1)(b=1)}
is employed, but F; does not follow the F-distribution even under Hg, since the var-
iance—covariance matrices of z; and z, in (12.41) are not idempotent. However, the
F-test is applied as a first approximation, since the statistics Sp/(b—1) and
Sap/{(a—1)(b—1)} have the same expectation

>Fp1,(a-1)p-1) (@)
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2 m / _ 2 m _
o +mtr(Phbebe)—a +m2j(°—jj_o'“)

under Hy. On the contrary, when a 2 b an exact test is available based on Hotelling’s
T>-statistic.

12.3.6 Exact test of H; when the null hypothesis H,; fails

Definition 12.1. Hotelling’s T? statistic. Let u;,i=1,...q, be distributed independ-
ently as a p-variate normal distribution N(#, E ) with = a positive definite matrix,
where g 2 p + 1. Define the usual unbiased estimator of # and = by

1 ~ 1
== wandE=—3"1 (u;—ia)(u;—a.).
ol LS () )
Then

%= (i.-n) (5) _1(11—;1) (12.46)

is called Hotelling’s T*-statistic. The statistic 7° (12.46) is distributed as a constant
times the F-distribution:

When p =1, this coincides with the square of the #-statistic. If Zis replaced by = in
(12.46), the statistic follows a chi-squared distribution with df p. If we discard
in (12.46),

is distributed as a constant times the non-central F-distribution

(q=Dp
q-p

Fp, q-p,d

with non-centrality parameter 5=qgn' ="~ 'n.

Now, coming back to the problem of testing Hp, let us define

wi=m™ PP, (i, .y )5 i=1,.., (12.47)
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where p=b—1and g =a. Putting model (12.19) into (12.47), we have
éj1.
u,~=m1/2P,’] pit | ,i=1,...,qa,
Cip.
which implies that the statistics u;, i=1, ..., a, are distributed independently as
N (m' PP, c?Lyy + PP
That is, if we estimate = by
D e — 1
== ((72117_1 +mP;.QPb> = —IZ?=1(u,~—ﬁ.)(u,~—ﬁ.)/,
a—

then

s U
T’=ai'E a

is distributed as the non-central F-distribution

a-1)(b-1 ]
R ot cmvorons=an(P) (s ey 2p,) P

Therefore, for the null hypothesis Hp : p=uj we have an exact rejection region with
level a as

a-b+1 725 F (@)
Pe— 1 a- a).
(a-1)b-1) b-1,a-b+1
To calculate 7’2, we note that it is rewritten in a form free from P, as
_ — /!
Y1~y
T? =am X
Y.y
Yi.—y
1 m -
s+ o S O3y 4. X O =345 ) Y|
Vb= ...
(12.48)

(see Hirotsu, 1992 for details). The inversion of this type of matrix in (12.48) can be
avoided by the following lemma.
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Lemma 12.1. For a non-singular matrix A, an equation

A +ad|
adA 'a= |——1
Al
holds.
Proof. 1t is easy to see that
1 o 1 a ,
= = |A +aa |
-a A -a A+ad
Then
1 d| |1 -dA™! 1 d| [1+dA™'a O/ o
= X = =(1+d'A”'a)|Al.
-a A 0 I -a A —-a A

By Lemma 12.1, T is calculated as

— — — — !

Y=y Y=y

Sndy + 2 00 (=30 =9y +3.) X By =5i =3y +5.) e+

i.b, —? Yp. =Y.
— — — — — — — — !
Yir.7Yio =Y.t Yo | | Vi 7Y m Yt

Vib.=Yi= Y. ¥Vl LYip.=Yi=Vp. ..

The estimation of ; when the interaction is absent is performed in the same way
as for a fixed effects model, because of the form of the expectation (12.40) and var-
iance (12.45). On the contrary, if the interaction exists then the row- and/or column-
wise multiple comparisons would be more useful than estimating the covariance
matrix 2.

Finally, the similarity of the model here and the one-way multivariate normal model
should be noted. The model (12.34) can be rewritten in matrix form as

Yik =Hi+€i,

where y;. is a b-dimensional random vector. In the multivariate normal model y; is
assumed to be distributed as N(u, £2) independently of e;. In contrast, e;; is assumed
to be distributed as N(0, X,), whereas we assumed X, to be 6°I,, in this section. While
the likelihood ratio test is usually applied for testing £2=0 in the multivariate
normal model, we partitioned it into two steps, Hyp: 2pxp=06.jj (12.42) and H,:
6..=0(12.43), and showed the multiple comparison approach to H,s. The homoge-
neity of the components of p is also discussed as the hypothesis Hy (12.44). One may
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consider testing H,3 and H,, assuming a general error variance X, but the distribution
theory becomes very complicated.

12.4 General Linear Mixed Effects Model

The random effects models which have been introduced in Sections 12.1 and 12.2 can
be classified also as mixed effects models, since they have a general mean as a
fixed effect. In this section they are formulated as a general Gaussian linear mixed
effects model.

12.4.1 Gaussian linear mixed effects model

The Gaussian linear mixed effects model is defined by
Y. =XB,+ZU, +ey, (12.49)

where X, », and Z,, ., are given design matrices, # is an unknown parameter vector of
fixed effects, U a random vector, and e a random error vector. Random parts U and e
are assumed to be distributed as N(0, ¥) and N(0, X), respectively, and mutually inde-
pendent. The covariance matrices ¥ and X depend also on some unknown parameters.
Then the marginal distribution of y is normal,

y~N(XB.Z+7Z¥Z)). (12.50)

This model can be derived in two stages, where in the first stage y is modeled as a
conditional distribution given U:

1 1 -
fy|U=u)= W exp{—i(y—Xﬂ—Zu)/Z 1(y—Xﬁ—Zu)}, (12.51)
b4
and in the second stage U is modeled by N(0, ¥):
1 L,
)= i 7 exp{_i""‘" "} (1252
thus leading to

y~f|U=u)xf(u). (12.53)

This formulation is called a hierarchical model, and is useful for estimating random
effects. Refer to Lee and Nelder (2001) for a general hierarchical model, including the
linear mixed effects model here.

Example 12.2. One-way random effects model. We consider for simplicity a bal-
anced model (12.1). It is in the form of (12.49), taking
XB=j,.U=a,Z=X,,2=0"T,and ¥ =21, (12.54)

The expectation and variance of y are E(y) =uj, and V(y) =02X,X/, + 6°I,, respec-
tively, as given in (12.2) and (12.3).
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Example 12.3. Ramus bone length from Elston and Grizzle (1962). The data
of Table 12.5 are the length of the ramus bone for randomly selected boys aged
8 ~ 10 years, taken from Table 2 of Elston and Grizzle (1962), where full data for
20 boys and a detailed analysis by mixed effects model are given. The objective of
the study was to establish a normal growth curve for use by orthodontists. For each
boy, the bone length was measured four times at age 8, 8.5, 9, and 9.5 years. At the
first stage we assume a linear regression model for each boy:

inX,'ﬂi'l'ei,i: l, ceey 5,

where

X lllllﬂ (BB
|8 859 95| IR

Since the boys are selected at random, however, we are interested in the average

intercept and slope = (5.3, )’ over the population and the dispersion of f; around
the population mean. Therefore, at the second stage f#; is modeled by a multivariate
normal distribution N(f#, ¥). Then we have the mixed effects model (12.49) as

Y1 b,
y=| | =(eX)p+IX)| : | +e,
5 bs
where we put the common design matrix X; as X and b; =§;—p. Assuming independ-
ence among the boys, the random part U = (b'l,...,bg)' is modeled by N{0,Io¥},
with ¥ usually modeled by a diagonal matrix. In this case ¥ may be assumed to
be 6°I5. The detailed analysis of the data is given by Elston and Grizzle (1962). This

type of modeling is often employed in the profile monitoring field of engineering (see
Section 13.1.2).

Table 12.5 Length of the ramus bone (mm).

Age
Boy 8 8.5 9 9.5
1 45.1 453 46.1 472
2 52.5 53.2 53.3 53.7
3 45.0 47.0 473 48.3
4 51.2 514 51.6 51.9
5 47.2 47.7 48.4 49.5
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12.4.2 Estimation of parameters

The parameters in model (12.50) are f#, ¥ and ¥. The covariance matrices are usually
modeled by fewer parameters like as in model (12.54), and denoted by @ here. There-
fore, the parameters to be estimated are f and €. The log likelihood function of the
marginal distribution is explicitly

1 1 _
logL(B, )= — E1og|V(0)|—§(y—Xﬂ)’v L0)(y-Xp), (12.55)
where V(0)=X +Z¥Z'. By the derivation of (12.55) with respect to parameter f§, we
get an efficient score for f§:
dlogL(B, 6)
op
which leads to the weighted least squares (WLS) estimator ﬁ:
XV IXg=Xx'Vvy, (12.56)
However, usually equation (12.56) includes an unknown parameter € for variance
components. The profile log likelihood for parameter @ is obtained by substituting

B in (12.55) as
log L(0) = —%log|V(0)

=XV (y-Xp),

1 ~\/ ~
-5 (y—Xﬂ) v-1(9) (y—Xﬂ) . (12.57)
However, the use of (12.57) suffers from a bias caused by the substitution of the esti-
mate in #. Therefore, the modified log likelihood

1 WY N1
logL*(8) = —Elog|V(0)|—§(y—Xﬂ) v='(6) (y-XB) - 3log|X'V~'(0)X| (12.58)

is proposed, and the derivation of (12.58) with respect to € is set equal to zero. Whenﬁ

depends on an unknown parameter 6, the equations for ﬁ (12.56) and 0 need to be
solved iteratively.

The modified log likelihood equals the residual maximum likelihood (REML) of Pat-
terson and Thompson (1971). In the balanced case, REML gives the usual moment esti-
mates of variance components. One should refer to Harville (1977) for a general review of
the maximum likelihood approaches to variance component estimation, including REML.

Example 12.4. REML in the balanced one-way random effects model. In this case
E(y)=uj, and V(y) =62X,X, +6°I, is a block diagonal matrix, diag (V;), with ith
diagonal matrix

2 2

2
O +Ua O, o,
2 2 2 2
O, O +Ga o,
Vi=
2 2 2 2
6{1 6(1 o +6(1 mxXm
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The parameters to be estimated are therefore 4 and @ = (%,62)". Now, V; has an obvi-
ous eigenvalue 62 + mo? and o7 of multiplicity m— 1, with respective eigenvectors j,,
and P,. Therefore, j, is an eigenvector of V(y) and also V~!(y) for eigenvalue

(6*+mo?) and its inverse, respectively. This implies that the WLS estimator

(12.56) is simply z=n"'jly=y., which is free from unknown parameters o* and

ai. To calculate the terms of (12.58), we note that
V—l _ 1 I 65 » o/
LT 62(62+m63)1’.

Then the second term is

1)1 2 o2 2
_E{EZ?_I ;n:l(yij—)’--) ey i (immy.) }__E{g_(ﬂ(ia

o2 (o> +mo?)

|
—
%}
5
3
Q
[N
%}
]
S~—
——

The first term is obviously

1 m—1
- Ea log {(0'2 + moi) (02) },

and the last term is

1 1 n mn (Fi 1 | n
—=logd = ————F*—~p=—=log| —— ).
28\ 52 o2 (62 +mo2) 2 %8 oZ+mo’
Therefore, the modified log likelihood (12.58) in this case is
B 1 ’ oy ovm=17 1 [Se S 1 n
togl2(0) = —atog { (o +mal) ()"} =3 St s 3108 (o
and we have partial derivations

_ZalogL @  a-1 +at(m—l) Se Sa

_ Oe_ Sa 12.59
do? 6>+mo? o? ot (02+m62)2 ( )
dlog L*(0 -1
_pologl (6) _ m(a=1)  mS (12.60)
do2 6’+mo? (62+m0’2)2.

Equating (12.60) to zero, we have at once

o2+ mo’ = Sa (12.61)
a-1

and substituting (12.61) in (12.59) we get
~2 Se

“a(m-1)
These estimators are exactly the same as those obtained in Section 12.1 by a moment
method.
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12.4.3 Estimation of random effects (BLUP)

The random effects are not model parameters, but it is also of interest to evaluate u. By
the formulation (12.51) ~ (12.53) of the hierarchical model, we have a log likelihood

1 1
log L(p,0,u) = const.— 510g|2| - E(y—Xﬂ—Zu)/Z.’_1 (y—Xp-Zu)
| | (12.62)
_ - Y 720
210g|?’(0)| S Y u.

Differentiating (12.62) by # and u and equating the resulting equations to zero, we get
X/E— ly
Z/ >- 1 y

. (12.63)

X'z 'x X'z 'z R
Zx'x 737'z+y! Bl

This equation can be solved iteratively, starting from the ordinary least squares (OLS)

estimator ﬁo =(X'X )_IX’ y. That is, substituting ﬁo in the second equation of (12.63)
we solve it to obtain #@,. Then we substitute it in the first equation of (12.63) and solve

to obtain the second estimate of ﬁ and iterate this procedure until convergence is
attained. Meanwhile, it is usually necessary to estimate @ at each stage by REML using
B at that stage. The estimate #@ is called the best linear unbiased predictor (BLUP).

Example 12.5. BLUP in the balanced one-way random effects model. In Example
12.4 we already have ﬁ=ﬁ and the second equation of (12.63) is

(ma_zla + al;zla)ﬁ= 72 (y(i). —my.jn> ,

where y ;). = (Y1, ..»ya.) . Therefore,

and we get the predictor of y,
y=XB+Zi=y.j,+X.i. (12.64)
The (i, j) element of (12.64) is

o2

Ty=ytm g Gemy) = {1owi) i+ Wil (12.65)

where w;(y) = (1 +my)”~" with y=062 /6> an SN ratio.
The estimate (12.65) is a Stein type shrinkage estimate with shrinkage factor w;(y),
which centers a naive estimator y; toward the general mean y... Empirical Bayes’ inter-
pretation of this type of estimator is given by Laird and Ware (1982) and Madsen and
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Thyregod (2011), for example. Of course we need to replace variance parameters by
appropriate estimators. In this case we can easily obtain 7, as given in Example 12.1,
without iteration.
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13

Profile Analysis of Repeated
Measurements

13.1 Comparing Treatments Based on Upward
or Downward Profiles

13.1.1 Introduction

The data of Table 13.1 are the total cholesterol measurements of 23 subjects
every four weeks for six periods (Hirotsu, 1991). Let the repeated
measurements of the ith subject assigned to the hth treatment be denoted by
Yhi= (yh,-l, - y,,i,,)/, i=1,...,nph=1, ..., t, where f and p are the number of treat-
ments and periods, respectively.

In the example of Table 13.1, t=2, p=6, n; =12, andn, =11. The interaction
Yhij=Yni. = Ynj + Vp is plotted in Fig. 13.1 for each of active drug (h=1) and placebo
(h=2). There is no noticeable difference between the plots at first glance. The thick
lines are the averages of the three subgroups — improved, invariant, and deteriorated —
obtained later in this chapter.

In comparing the treatments based on these data, the repeated #-tests at each period
obviously suffer from the multiplicity problem, enhancing the type I error. There
might also be difficulties in combining the different results at six periods into a single
consistent conclusion.

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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Table 13.1 Total cholesterol amounts.

Period
Treatment Subject 1 2 3 4 5 6
Drug 1 317 280 275 270 274 266
2 186 189 190 135 197 205
3 377 395 368 334 338 334
4 229 258 282 272 264 265
5 276 310 306 309 300 264
6 272 250 250 255 228 250
7 219 210 236 239 242 221
8 260 245 264 268 317 314
9 284 256 241 242 243 241
10 365 304 294 287 311 302
11 298 321 341 342 357 335
12 274 245 262 263 235 246
Placebo 13 232 205 244 197 218 233
14 367 354 358 333 338 355
15 253 256 247 228 237 235
16 230 218 245 215 230 207
17 190 188 212 201 169 179
18 290 263 291 312 299 279
19 337 337 383 318 361 341
20 283 279 277 264 269 271
21 325 257 288 326 293 275
22 266 258 253 284 245 263
23 338 343 307 274 262 309
13.1.2 Popular approaches
The conventional approach assumes a multivariate normal model
Yni =My, teni (13.1)

and compares the mean vectors p, ..., §;, assuming that the e;,; are independently and
identically distributed as N(0, £2) with serial correlations within subjects. To reduce
the number of unknown parameters, a simple model such as an AR model is some-
times assumed for serial correlations (see Ware, 1985, for example). If the covariance
matrix £ reduces to 2= [63] + 61jj'], then the standard analysis of a split-plot design
can be applied, with treatment and period as the first and second-order factor, respec-
tively, and subject as block (Aitkin, 1981; Wallenstein, 1982). This would, however,
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Figure 13.1 Interaction plots for drug and placebo.

rarely be the case, since serial measurements conceptually contradict the assumption

of randomization over plots.

The general two-stage model of Section 12.4 permits a more general description of
covariance structures through the distribution of subject profiles, and should be an

efficient approach if from past experience

there is available a reasonable regression

model to describe the subject profiles. Starting from a regression model as in Example
12.3, it naturally induces a mixed effects model and provides a within-profile corre-
lation model (see Crowder and Hand, 1990 for additional details).



332 ADVANCED ANALYSIS OF VARIANCE

More recently, profile monitoring has become a popular tool in engineering, where
a sequence of measurements of one or more quality characteristics is taken across time
or some continuum, producing a curve or functional data that represents the quality of
products. This curve is called a profile. In phase I of the monitoring scheme, the his-
torical data are analyzed to see whether they are stable or not. In phase II, the future
observations are monitored using the control limits obtained from the stable data set in
phase I. An introductory overview of this area is given by Woodall et al. (2004).
Among many approaches based on the linear regression model, Williams et al
(2007) developed a method based on the non-linear parametric model. In contrast,
Jensen et al. (2008) introduced a linear mixed effects model and proposed a monitor-
ing procedure with 72 -statistics based on the BLUP of random effects. They consider
both cases — balanced and unbalanced — where data points are not necessarily the same
for all profiles. Following the simulation result, they conclude that for the balanced
data the simple LS approach to the fixed effects model will be sufficient and the linear
mixed effects model is recommended as robust for the unbalanced case. Jensen and
Birch (2009) extended the mixed effects model to the non-linear profile, and Qiu et al.
(2010) developed a monitoring procedure based on a non-parametric mixed effects
model. Their methods should be very flexible, although large data would be required
for the method to work well.

13.1.3 Statistical model and approach

Another type of non-parametric approach is to assume some systematic trend along
the time axis, as taken in Sections 6.5, 7.3, 11.4, and 11.5. In this case, a reasonable
approach will be to assume a simple mixed effects model

Yhi =HPpi + €his (13.2)

with the u;,; independently distributed as N(uy, £,); we can try to incorporate the
natural ordering along the time axis in the analysis. The pure measurement errors
at different periods are reasonably assumed to be independent of each other, and also
mutually independent of the p,,;. Therefore, the e,; are assumed to be independently
distributed as N(0, 6°I). Given h, this is just Scheffé’s (1959) two-way mixed effects
model with subject as random factor, period as fixed factor, and without replication. In
this case, as in the two-stage model, the covariances among repeated measurements
are thought to arise from the inhomogeneity of the individual profiles along the time
axis rather than the serial correlations.

Now, if there is no treatment effect, then the expected profile of each subject should
be stable over the period, with some random fluctuations around it. In contrast, if a
treatment has any effect, individual profiles should change. The effects may, however,
not be homogeneous over the subjects, who might therefore be classified into several
groups — improved, unchanged, deteriorated, and so on. Actually, some would
respond to the placebo, like subject 23 in Fig. 13.1 (2), and some would not respond
to the active drug, like subject 8 in Fig. 13.1 (1). The difference between the placebo
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and the active drug then lies in the proportions of the responder to each drug. This is
the conceptual difference between models (13.1) and (13.2). That is, the usual
approach of comparing mean vectors — assuming homogeneity within a group — i
quite misleading. The proposed approach should be closer to the usual practice of clin-
ical doctors for evaluating a drug. The equality of the covariance matrices should, of
course, be tested preliminarily in the classical approach (see Morrison, 1976, for
example), but in the proposed approach it shall be the main objective of the experi-
ment. It should also be noted, in comparing covariance matrices, that the usual per-
mutation invariant tests are inappropriate, since we are concerned here with some
systematic change in the profile along the time axis.

Now, the proposed approach is to consider the subject as a variation factor and
classify them into homogeneous subgroups based on their upward or downward
response profiles. The procedure is also regarded as a conditional analysis
given each profile. The classification is done by row-wise multiple comparisons
of interaction in the two-way table with the subject as row factor, period as ordered
column categories, and without replication. The classification naturally induces an
ordering among subgroups, and each treatment is then characterized by the distri-
bution of its own subjects over those subgroups. We do not estimate each profile
by BLUP, but knowing the class to which each profile is assigned should be useful
information.

Renumbering the subjects throughout the treatments, we denote by y; the
measurement of the kth subject at the jth period, k=1, ..., n, n=>3 _ny, for the current
example n being equal to 12 + 11 =23. The basic statistic to measure the difference in
profiles between subjects k and k" is given by

I (K2 =[1{(0-+:02720-:0-2720 - 0) Py Yy P =27 (=) PPy (=)

1 2
Zp 1 Pt { EJ{ZI(ykj_yk/j)—(fkf—yk/.)} )
(13.3)

where y, is the vector of y;, j=1, ..., p, arranged in dictionary order and we are fol-
lowing the notation in Sections 10.3.1 and 10.3.2. Equation (13.3) is obtained by
replacing P, by P, in 27113 1) of Section 10.3.2 (1) for detecting upward or down-
ward departure along the time axis. The sums of squares (13.3) calculated for
Table 13.1 are given in Table 13.2, where the subjects are rearranged so that subjects
with a smaller distance are located closer together. The chi-squared distances between
two subgroups and the generalized chi-squared distances are similarly defined to sec-
tion 10.3.2 (2) and (3) by replacing P, by P;’ , respectively. The clustering algorithm of
Section 11.3.3 is also applicable to this case. Then, the generalized chi-squared dis-

tance || (p’ P ) y||* is bounded above by the largest eigenvalue W} of the Wishart



Table 13.2 The squared distances (13.3) between two rows.

Row 23 3 1 9 10 6 12 13 14 15 16 17 20 21 22 5 2 19 7 18 4 11 8
23 0 0.7 1.0 09 12|15 20 44 2.1 2.1 37 3.6 29 49 46 48 43 59|70 7.7 88 11.7 16.7
3 0 10 1.1 18|17 1.8 51 27 21 32 30 3.1 46 48 34 55 57|66 74 85 115 184
1 0 003 03|04 05 25 10 08 16 1.7 1.3 1.8 23 26 3.0 35|39 42 60 81 127
9 0 04103 007 22 07 06 14 15 1.0 1.7 20 25 26 32|36 38 56 7.6 119
10 0 |1.1 04 33 16 1.7 28 32 22 26 35 47 36 50|54 56 81 10.1 137
6 0o 14 13 03 03 08 07 05 1.1 1.0 1.7 1.9 21|22 26 37 55 97
12 0 13 05 04 06 04 05 09 1.0 13 22 19(19 22 34 52 97
13 0 04 08 07 1.0 04 14 05 22 03 05|08 1.0 15 43 23
14 0 01 05 07 01 12 06 1.7 07 1.1|15 1.8 27 40 7.1
15 0 030501 1207 1.1 1.1 1.1|15 19 27 41 80
16 0 02 02 08 05 06 13 05(07 1.0 16 28 638
17 0 04 10 05 04 18 0808 12 15 30 76
20 0 09 03 12 07 07|10 1.2 20 31 64
21 0 07 1.7 25 18|11 09 28 36 70
22 0 12 11 07|04 05 12 20 50
5 0 32 13|12 1.7 18 32 9.1
2 0 09|16 19 23 30 44
19 0 |04 07 06 13 43
7 0 009 04 08 38
18 0 07 09 35
4 0 04 35
11 0 2.0

8 0
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pip
subjects and periods. A very nice chi-squared approximation for the distribution of
the largest eigenvalue of the Wishart matrix has already been obtained in
Section 11.4.2 (2).
For the application here the balanced case is of concern, where the largest
eigenvalue is large enough compared with the second largest. Therefore, noting that
the largest root of PP, is p/2, we can employ the first approximation (p/ 2)02;(%1) for

matrix W(GZP*/P* n—l) under the null hypothesis of interaction between

the distribution of W}, where )(%1) is explained below. To execute Scheffé type

multiple comparisons of subject profiles, however, we need to cancel out the unknown
02, since there is no repetition at each cell. Therefore, we introduce a denominator sum
of squares which is less affected by a systematic departure among subjects. As one of
these we employ

_ N2

-1 =Y = (9-1=,) }
p/it=) "

which was introduced by Hirotsu (1991) as a quadratic form by the generalized

inverse matrix of P;P;’ , so as to have an inverse characteristic to Wy. Then, )(‘2 is

expanded in the form

- -1
X 2=ZZ=1ZJP=1{

4 2= {Tl—%) wry iyl }62, (13.4)

where 7;=p/{j(j+1)} is the jth eigenvalue of PP, and )(? ;) is the chi-squared com-

ponent of Chebyshev’s j th orthogonal polynomial, each with df n—1 and mutually
independent as in (10.30). This suggests that the y~> would be appropriate for eval-
uating 6> when some systematic departure-like linear trend exists among subjects.
Then, denoting any generalized chi-squared distance by S, the distribution of
S/x 2 is asymptotically bounded above by

712((21)/{71_1)(%1) +72_1)(%2) +-- +T‘;_11)((2p—l)}'
Therefore, the p-value is evaluated by

2
a0 -
1,2 1.2 ... -1 .2 =50
Xyt Xyttt Do Xp-n

-1\ ,2
(Tl =80T, ))( 1
=Pr T3 —l()Z 280 p-
X0 +.-- 4 Tt Xp-1)
The denominator of (13.5) is a positive linear combination of the independent chi-

squared variables, and is well approximated by a constant times a chi-squared variable
d;{% with constants obtained by adjusting the first two cumulants,

p=Pr(S/y *2x5) :Pr{
(13.5)
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df = (n—l)(rgl +---+r,;_11),

d2f=(n—1)<12_2+-~-+11;_21>.

Since the numerator and denominator are mutually independent, we have an
F-approximation like

p=Pr{Fn—1,f > 50 (12‘1 +---+T;_11)/(11 —so‘rl_l)}. (13.6)

Thus, we can use (13.6) as a reference value for clustering subjects.

For the data of Table 13.1, the classification into G{(1, 3, 9, 10, 23),
G,(2,5,6,12,13, 14, 15, 16, 17, 19, 20, 21, 22), and G3(4, 7, 8, 11, 18) is obtained
at significance level 0.05. The interaction plots for each of these subgroups are given
in Fig. 13.2, where the average response pattern is shown by a thick line. The inter-
pretation is now clear: subgroup G is improved, G, unchanged, and G3 deteriorated.
The observed distribution of subjects from each of two treatment groups over these
three types of subgroup is given in Table 13.3.

It is natural that the placebo is concentrated in the unchanged subgroup. In contrast,
the active drug is very strangely distributed — equally on the three types of subgroup,
and by no means recommended as good. Table 13.3 suggests also that the difference
between the active drug and placebo lies not in the mean profiles, but in the dispersion
of profiles around the mean. Therefore, if we had employed the multivariate normal
model to compare the mean vectors assuming equality of covariance matrices, we
would have failed to detect the difference. Also, both the modified likelihood ratio
test (Bartlett, 1937; Anderson, 2003) and Nagao’s (1973) invariant test for comparing
two Wishart matrices show significance level of approximately 0.25, and are not suc-
cessful in detecting such a systematic difference in covariance matrices along the
time axis.

Finally, the sixth observation of each subject was taken as the post-measurement
four weeks after the final dose, and might better be eliminated from the analysis. There
is, however, not much difference in doing this; only subject 5 of the treatment group
moved from the unchanged subgroup to the deteriorated one.

Example 13.1. From Phase III trial we give another example of comparing two
active drugs for lowering cholesterol using a somewhat larger data set taken every
four weeks for five periods. In this case a classification into five subgroups is
obtained as highly significant. These are summarized in Table 13.4 (1). In this case
the control is also an active drug, while the treatment is a well established one, so
that the majority of the subjects respond well. The observed distribution of sub-
jects from each treatment over those five classes is given in Table 13.4 (2). Then
clearly the treatment drug is shifted in the direction of improved subgroups. The
reader is advised to read Hirotsu (1991) for more details.
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Figure 13.2 Interaction plots for each of three subgroups.
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Table 13.3 Observed distribution for active drug and placebo.

Class
Treatment G, : Improved G, : Unchanged G3 : Deteriorated
Active drug 4 4 4
Placebo 1 9 1

Table 13.4 Summary of the classification into five subgroups.

(1) Estimated interaction patterns with mean profiles in the lower row

Period

Subgroup 1 2 3 4 5 Characterization

G, 797 02 -40.9 347 3.8 Very highly improved
402.3  292.0 2503 2577 289.3

G, 22.6 86 -1.0 -12.1 -18.1 Highly improved
296.6 2522 241.6 231.5 2263

G3 143 -5.8 -79 =57 5.1 Improved
2784 227.8 22477 228.1 239.6

Gy -17.0 5.5 10.4 6.8 5.7 Slightly improved
260.1 2522 256.1 253.6 2419

Gs -234 7.7 0.9 12.4 17.7  Unchanged or slightly

263.4 2487 2564 2689 2749 deteriorated

(2) Observed distribution for the drug and control

Treatment G, G, Gs G, Gs Total
Drug 3 28 35 14 9 89
Control 0 6 11 33 28 78

13.2 Profile Analysis of 24-Hour Measurements
of Blood Pressure

13.2.1 Introduction

There are 48 observations of systolic blood pressure, measured every 30 min-
utes for 24 hours. These measurements are known to normally go down slightly
in the night and a large depression is abnormal, as is a flat pattern or a tendency



PROFILE ANALYSIS OF REPEATED MEASUREMENTS 339

toward elevation. In the following we call these downward and upward tenden-
cies in the night convex and concave patterns, respectively, since we take the
starting point at 3.00 p.m. As a background to these data, it was first pointed out
by Miller-Craig et al. (1978) that systolic and diastolic blood pressures follow a
circadian pattern, with values being lower at night than during the day. Then, an
inverse pattern has been reported in subjects with autonomic failure by Mann
et al. (1983). Kobrin et al. (1984) reported that the elderly, who have a higher
incidence of cardiovascular disease, may lose this diurnal variation. Following
these reports, O’Brien et al. (1988) analyzed 24-hour ambulatory blood pres-
sure measurements from 123 hypertensive consecutive patients; they classified
these patients into dippers (102 patients, 82.9%) and non-dippers (21 patients,
17.1%), according to whether the difference between mean day-time blood
pressure and mean night-time blood pressure showed the normal circadian var-
iation (dipper) or not (non-dipper). Thus, they first concluded that there is a
group of patients whose 24-hour blood pressure does not follow the normal cir-
cadian pattern and who thus may be at higher risk of cerebrovascular compli-
cations. Ohkubo et al. (1977) defined further the four classes of extreme dipper
(ED), dipper (D), non-dipper (ND), and inverted dipper (ID), finding that the
mortality rate is highest in the inverted dipper subgroup. In these works, how-
ever, the circadian rhythm has been characterized by several parameters, such
as 24-hour mean of measurements, day-time mean, sleep mean, evening acro-
phase, nocturnal nadir, and amplitude (the last is defined as 50% of the differ-
ence between the maximum and minimum of the fitted curve). Although each
parameter is useful and informative, the separate analyses of these parameters
suffer from the multiplicity problem. Also, another process is required to com-
bine these separate analyses into a single conclusion. Further, some parameters
are known to be sensitive to outliers. This, together with the correlations among
parameters, makes the simultaneous inferences very complicated. In this
section we therefore intend to characterize the 24-hour profile of blood pres-
sure measurements on the whole, with particular interest in their convex and
concave patterns.

There have been several attempts to classify subjects based on their time series
profiles, such as blood pressure or total cholesterol amount. Among them, a naive
method employed by clinical doctors is to classify subjects according to several
prototype patterns. It has been pointed out, however, that there are various diffi-
culties in classifying some hundreds of subjects by sight. Some statistical
approaches have also been proposed, including the method proposed in the previ-
ous section, which succeeded in classifying subjects according to their upward or
downward profile. The 24-hour profile of blood pressure measurements is, how-
ever, characterized by coming back approximately to the initial value after
24 hours, and the previous method should not be successful. Also, in this case,
we cannot assume the independence of measurements, since they are taken every
30 minutes, whereas in the previous example cholesterol measurements were
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Table 13.5 Summary of blood pressure data (n=203).

Data profile Mean Standard deviation
(mmHg)  (mmHg)

Average of 24-hour measurements 137.44 17.47
Minimum of 24-hour measurements 104.07 15.47
Maximum of 24-hour measurements 173.28 22.85
Average of change rate of blood pressure 0.074 0.098

taken every month, allowing for an independence assumption between successive
measurements.

13.2.2 Data set and classical approach

The original data set is for 203 elderly subjects taken at the Medical Department of
Keio University. It is too large to present here, so we give only a summary of the
data in Table 13.5. There we have included the average of the change rate,
defined by

A = (average in day time —average in night time) <+ (overall average),

where the day time and night time are tentatively defined as 10 a.m. ~ 8 p.m. and
0 a.m. ~ 6 a.m., respectively. Subjects have been classified as depression, flat, or ele-
vation type, according to A>0.1, —0.1<A<0.1lor A< -0.1, respectively, and the
flat and elevation type at night should be treated (see Shimizu, 1994). The classifica-
tion was, however, rather arbitrary. We therefore propose a scientific approach to
comparing the profile on the whole, rather than based on the somewhat arbitrary
amount A, and obtain statistically and clinically significant subgroups without pre-
specifying the number of subgroups.

13.2.3 Statistical model and new approach

(1) Model and test statistic. There is apparent serial correlation in the original data.
We therefore tried several methods for deleting this, and found that averaging four
successive points at every four-point interval could yield an approximately inde-
pendent sequence (Hirotsu et al., 2003). Averaging four successive points is also
useful for smoothing a rather noisy sequence without affecting the systematic trend
tendency. We denote the resulting data by yy, k=1, ...,n;j=1, ..., p and assume
the model
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Vig = gy + i (13.7)

with normally and independently distributed error ¢;;. We do not employ any par-
ticular parametric model for yy, but assume some systematic change in p;; with
respect to the passage of time. This means that the apparently high correlation
between the two close measurements is modeled by a smooth systematic change
in the mean level, and the casual measurement errors are assumed to be mutually
independent in (13.7). Thus we have two components, ; and ey;, the former chan-
ging slowly and the latter moving rather quickly and independently. The idea is
similar to the previous section but in contrast to the monotone profile of the pre-
vious section, we intend to catch here those convex and concave systematic
changes which are of clinical interest for blood pressure measurements. These

-1
patterns can be caught by the contrasts P;’:D(L;,L,,) L, as developed in

Section 6.5.4 (5). So, we modify the squared distance between two subjects
(13.3) to

LGk = 1] (0--027720--0-2720--0) 0P} byl[* =27 (=) PLPY (vc=y)

so as to reflect the difference represented by convex and concave patterns. The
chi-squared distances between two subgroups and the generalized chi-squared dis-
tances are similarly defined to Section 10.3.2 (2) and (3) by replacing P} by P;’,
respectively. The clustering algorithm of Section 11.3.3 is again applicable to this
case. The generalized chi-squared distance is bounded above by the largest eigen-
value W/ of the Wishart matrix W(O'ZP;/P;, n—l) under the null hypothesis of

homogeneity of subjects. It is asymptotically distributed as 1'20'2){%2>, where 7,

and ;(%2) are explained below. To cancel out the unknown o we introduce
S~ =>",vv, instead of y~2, where vk=diag{(6[6[2)_1/2}L;,(yk—)74) and ¢&; and §;
are given in Section 6.5.4 (5). This is a quadratic form by the generalized inverse

matrix of P;P;/ and is simply the weighted sum of squares of the second-order dif-
ferences in subsequent measurements, and less affected by the systematic change.

It is expanded in the form
§ = {T;%) +13 +...+T[;_11;(§p_1)}02, (13.8)

where 7, =2p(p+1)/{(k—1)k(k+1)(k+2)}, k=2, ..., p—1, is the k th eigenvalue
of P'P and y{, the Chebyshev’s chi-squared component for the j th orthogonal
polynomial, each with df n—1 and mutually independent as in (13.4), with inverse
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characteristic to WlT . This equation is similar to that of Section 6.5.4 (5), but differs in
the degrees of freedom of the chi-squared components.

(2) Distribution of test statistic. By virtue of the expansion (13.8), the p-value of
the generalized chi-squared distance is evaluated by formula (13.9) or (13.10):

(¥4 (22)

- - - 250
% Ayt T Ay G K }

-1 2
To=S0T, )X
—Pr - (2 2 )_1(2)2 > 50
BAsT T T X

Now the denominator of (13.9) is a positive linear combination of the independent chi-
squared variables, and is well approximated by a constant times the chi-squared var-
iable d)(fz-, with constants obtained by adjusting the first two cumulants,

p=Pr(W1T/S_ >50) =Pr{

(13.9)

df = (n—1)(1;1 +-..+rl;_11),
d2f=(n—1)(13"2+~~~+11;_21).

Since the numerator and denominator are mutually independent, we finally obtain

p=Pe{Fyrg 2s0(a ) (mmsors ) (13.10)

where F,_ ¢ is an F-variable with df (n—1,f).

(3) Application. We apply the clustering procedure to the data of =203 andp=6
with the reference distribution (13.10). Originally the number of data points was 48,
but by averaging four successive points at every four-point interval they are reduced to
six points.

First we note that all the classifications beyond K =2 are highly significant.
However, at K =3 the classification fails to detect a flat pattern and the homoge-
neity within subgroups is not assured. Since the gain in percentage contribution
from K=3to K=4is 6.9%, and larger than the 3.0% from K =4 to K =5, the first
choice looks to be K=4. Also, the four subgroups are interpreted as moderately
convex, slightly convex, flat, and concave, and correspond well to Ohkubo
et al.’s (1997) classification of extreme dipper (ED), dipper (D), non-dipper
(ND), and inverted dipper (ID). In the next step from K =4 to K =35, however, a
highly convex subgroup (UED) of size six is isolated from the moderately convex
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Table 13.6 Process of classification.

Significance Mean profile .
Generalized Percentage

K level 15.00 19.00 23.00 3.00 7.00 11.00 n distance  contribution

2 1.12E-1 148 138 126 128 139 147 117 9.43E4 50.3
137 138 136 137 141 132 86
3 899E-5 157 145 128 129 143 154 65 1.24E5 66.3

137 132 126 129 136 135 102
137 143 146 145 146 131 36
4 134E-6 161 146 126 128 144 157 39 1.37E5 73.2
142 134 125 129 137 142 78
138 138 133 133 140 134 62
134 139 144 148 145 126 24
5 192E-7 173 152 119 122 136 160 6 1.43E5 76.2
158 145 129 128 145 155 39
141 134 125 129 136 141 74
137 137 133 133 141 134 60
134 139 144 148 145 126 24
6 199E-7 173 152 119 122 136 160 6 1.43E5 79.3
158 145 129 128 145 155 39
140 132 124 128 136 140 75
144 126 128 147 151 129 15
137 143 136 132 139 136 47
133 141 147 147 145 127 21

subgroup, while the other subgroups are adjusted only slightly. Thus, the classifi-
cation of K =5 is very natural and easy to interpret, separating UED from ED and
giving highly convex (UED), moderately convex (ED), slightly convex (D), flat
(ND), and concave (ID) subgroups. The classification of K =6 gains us very little
in the generalized squared distance over K =5, and will not make sense. The proc-
ess of classification and the final results are shown in Table 13.6 and Fig. 13.3,
respectively.

It has been pointed out clinically that the stroke rate is higher in the ND and ID
subgroups (O’Brien et al., 1988), and the mortality risk is higher in the ID sub-
group. However, no significant difference has been reported between ED and
D (Ohkubo et al., 1997). We, however, think that UED might suggest a higher
risk than ED, and encourage further clinical research to verify this. The reader is
recommended to refer to Hirotsu et al. (2003) for a more detailed explanation of
the method of this section.
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Figure 13.3 Interaction plots of blood pressure for each of five sub-classes.
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Figure 13.3 (Continued)
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14

Analysis of Three-Way
Categorical Data

We denote the frequency data cross-classified according to the three attributes A, B, C
by y;ix and the associated cell probabilities by p;,i=1,...,a,j=1,...,b, k=1, ...,c.
We denote the vectors of y;; and p;; arranged in dictionary order with respect to
suffix by y and p, respectively. Then there are four different types of sampling scheme
to obtain those data.

(1) The y;y are distributed as an independent Poisson distribution P,(A) with
mean Ag.

(2) The yjj are distributed as a multinomial distribution M(y..., p) with p..=1.

(3) The two-way categorical data y; = (yi11, ---»Vise )' following a multinomial distri-
bution M (y;.., p;),P;= (Pit1s --->Pibe )', i=1,..., a, are obtained at each of a levels of a
factor A.

(4) The one-way categorical data y;; = (y,-jl, y[jc)/ following a multinomial distri-

bution M(y;;., p), p;; = (pij], . .,p,-jc)/ are obtained at each of a x b combinations of the
levels of factors A and B.

In this section it is convenient to express three factors as roman or italic according to
the explanation or response attribute. Model 1 is expressed as A x B x C and model 2 is
expressed as A x Bx C, for example. In the following we consider a conditional anal-
ysis given the sufficient statistics under the null model, which are the marginal totals.

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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Then the Poisson model need not be discussed separately, since it reduces to the mul-
tinomial model 1 with p; =A;/A.. by considering the conditional distribution
given y....

14.1 Analysis of Three-Way Response Data
14.1.1 General theory

In this case the purpose of the analysis is to clarify the association or independence
among the three response factors. The simplest model will be

Pijk =Pi-. X Pj. XDk (14.1)
expressing the independence of three factors. Also the meaning of the model
Dijk =Pij- X Pk 14.2)
will be straightforward. Then the model
Pijk =DPik XPjk [Pk (14.3)

implies the conditional independence of factors A and B given the level of factor C. To
cover all these models it is convenient to consider a log linear model of py;:

logp,-jk=,u+a,»+ﬁj+yk+6,-j+(pik+rjk+a),-jk, (14.4)

and test the interaction effects in order of descent, starting from the highest. Model
(14.3), for example, corresponds to

logpix=p+ai+pf+vi+@Qu+Tjk. (14.5)

This can be shown as follows. If (14.3) holds, it is obvious that log p;j is in the form of
(14.5). If we assume (14.5), we have

Dik=exp(u+a;+7; +py) {Z,-GXP (ﬂ/ + Tjk) }
P.jk =eXP(ﬂ +ﬂj +7k +Tjk) {Z,‘exp(ai +<0ik)},
and p.x=exp(u+y){ > exp(ai+ 9y } {Zjexp (B;+7i) } Therefore we have

DPik XPjk

P = exp(ﬂ+ai+ﬁj+}/k+(pik +Tjk) =Dijk-
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It is similarly shown that the models (14.2) and (14.1) correspond to

log piji = p+ ;i + B + v, + 0y,

log pijx=p+ai+ P+
respectively. We call model (14.4) a saturated model. Then we have further a model
logpix=p+ai+pfi+y,+0;+@;+Ti (14.6)

between it and model (14.5), and it is in this case that Simpson’s paradox occurs by an
additive treatment of the data.

For convenience in dealing with the log linear model (14.4), identification condi-
tions like Zjeij =0 were introduced by Birch (1963). Plackett (1981) employed the
constraint that the parameter with suffix i=a, j=b, or k=c is zero on the right-hand
side of (14.4), which gives the explicit expression of those parameters in terms of p;j:

'/b i bk!
ap =logp' By =10gp“j < yw=lo Pa
abc Pabe Pabc
=1 PijcPabe =1 Pi'bk'Pabe =] Paj'k'Pabe
0y =log » Qo =log———, Ty =log——— 14.7)
PibcPajc Pi'bcPabk’ Paj' cPabk’
il i ! il i !
a)i’j’k’ - ]ogpl] k' Di bcpaj cPabk 7
pi’j’cpi’bk’paj’k’pabe

where the prime on the suffix denotes that the range of the suffixes is restricted to
i'=1,...,a-1;j=1,...,b—1,and k' =1,..., c—1. In contrast, the p;; are expressed
by the new parameters as

Pijk =Pavcexp(a; +0i+ 7+ 0+ @+ Tj + W)

where the parameters with suffix i=a, j= b, or k= c are zero and p,,,. is defined so
that p.. =1.

Both constraints give the same test procedure as long as we follow the strong
heredity principle that for testing an interaction 6, both parents a; and f; should
remain in the model. Therefore we start with the test of model (14.6) against the
saturated model (14.4). Employing the constraints of Plackett, the likelihood function
of the saturated model is

_ >
= mexp (Zi/y[/..a[/ + Z]»/yj/.ﬂj/ + Zk’y"k’yk’ + Zi’ Zi/y,'fj/ﬂ,'rjf

+ DD VK P Dy DYk TR+ Zi’Zj’Zk'Yi’j’k’wi’j’k’)- (14.8)

In the following we mention both the conditional and unconditional tests. The
unconditional test based on the MLE is easy to apply and fortunately it often coincides
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asymptotically with the conditional test. We recommend, however, the conditional
test in principle because it gives a similar test. In particular, we recommend an exact
conditional test when it is available.

(1) Test of three-way interaction

(a) Conditional test of the null hypothesis H,:logp; =p+a;+p;+7y;+06;
+ @y + Tjr.. We first test the null hypothesis H,, (14.6). We consider a conditional anal-
ysis given a set of sufficient statistics under H,, which is obviously (y,'j‘,y,-.k,y‘jk ),
where we omit the range of the suffix when it is obvious. Then we have

1 exp (Zi’ Do 2w Vijk wi’/’k’)
Pr{ Yy = yi|yiy., yiroyiu ) = C(w) LI,y ’
=7 K-

(14.9)

where C(w) is a normalizing constant so that the total probability is unity. In the case of a
2 x 2 x 2 table there is only one random variable, which is conveniently specified as Y;;.
Then the conditional distribution (14.9) reduces to

1
Pr{ Yy = yii|yij» Yieo Vi } = ﬁem(yma)m)

w111

yllll(ylk_ylll)!(ym_yll])!(yl-2_yll~ +y111)! }

/{
X (v =yu)! e =y +yun)! e =ya +y)! 22 =yar1 +y.a1—yin)!

with the aid of Table 14.1. The range of the variable Y, is determined so that all the
2x2x2 cell frequencies in Table 14.1 are non-negative.

In the general case it is very hard to handle the exact distribution, and the normal
approximation is usually employed. It should be noted here that the cell probabilities
{pijx} are uniquely determined by the given marginal totals (p,-j., Diks p.jk) and three-
factor interaction {wifj/kf } They are determined by the iterative scaling procedure,

Table 14.1 Data of 2 x 2 x 2 table expressed by y;;; and two-way marginal totals.

i=1 i=2

J k=1 k=2 Total k=1 k=2 Total

1 Y111 Yir- =111 Yi1- Y11=y Y21-=y.11 + Y111 Y21.
2 Yi1=Yiur Yi2=Yir-+Yir Y2 Y21 =Ya11+Yir Y22=Y21- +Ya1=Yir Y22

Total Vi1 Y12 yi.. 2.1 Y22 Y2..
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adjusting the marginal totals starting from any three-way table {g;;} whose three-way
interaction is {@yv }, such as

P =€ ik ) s
iy =exp(wry) (14.10)
g =1if (i-a)(j-b)(k-c) =0,

for example, see Fienberg (1980) for iterative scaling procedure. Also define the cell
frequencies m;(w) that satisfy

mj. (@) =Yij., Mix(@) = Yik, M (@) =Y. (14.11)
My (@) M (@ )M (@) My (@)
Mmyje (w)mi'bk' (w)ma]’k’ ( )mabc ((0)

)
IOg = a)ilj/k/

where @ is a vector of {a),-r e } arranged in dictionary order. The m;;(@) are determined
similarly, starting from the g, of (14.10) and adjusting two-way marginal totals (14.11).
Then the asymptotic distribution of {y;} is normal,

2
const.exp | — Z > Z/(M 7

m,]k (CD)

under the condition
Yij: Yik V.jk
T W —— 7 Wik, - T Tk,
Y. y.. y...

where {ﬂ,] }, {7i+}, and {T[jk} are the positive numbers that satisfy

Do = DTk Do = D g gk )ik = DT
ZiZj”t‘f =132 k=1, ZjZk”‘jk =1

(see Plackett, 1981 for details). This is a degenerated distribution, because of the
constraints

S iy —mi (@) } =0, 37 Ly —mi (@) } =0, 3=, {yi—mii (@) } =0.

Let A” be an (ab+bc+ca—a—b—c+ 1) x abc non-singular matrix, such that A™y
forms a set of sufficient statistics under H,,. It can be obtained, for example, by delet-
ing some of the sufficient statistics (y,-ja, Viks yjk) so that they become linearly inde-
pendent of each other. Then, by virtue of equation (6.19), the conditional
variance—covariance of y matrix is

Q-04"(A"Q7'A")"'A7 @, (14.12)
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where £ is a diagonal matrix with m; () as its diagonal elements arranged in dic-
tionary order. If we allow for A™ being singular, so that A* 'y represents all of the suf-
ficient statistics (y,-j., Viks y.jk), we can simply employ a generalized inverse of a matrix
in the expression (14.12). An example of the construction of non-singular matrix A* is
given in detail in Section 14.2.2 (1) (a).

Let m(w) be a vector of m;;(w) arranged in dictionary order. Then the quadratic
form

2
)(z(m)={y_m(ﬂ’)}/9_l{y—m(ﬂ7)}=Z[Z]ka (14.13)

mij (@)

is distributed as a chi-squared distribution with df (a—1)(b—1)(c—1), since
o' {e-o4 (a2 'a) 4" e}

is easily verified to be an idempotent matrix with trace equal to (a—1)(b—1)(c—1)
(see Lemma 2.1). Under the null hypothesis H,, the y*(0) obtained by putting
w=0 in equation (14.13) is distributed as a chi-squared variable with df
(a=1)(b—1)(c-1), where m(0) is obtained by the iterative scaling procedure for
adjusting two-way marginal totals (14.11), starting from the three-way table {g;}
with g =1 by putting @y =0 in (14.10).

(b) Unconditional test of H,. The goodness-of-fit chi-squared statistic is
obtained as follows. We go back to the multinomial distribution M(y..., p) with
p..=1. First, under the saturated model (14.4), the MLEs of the p;; and m are
obviously

i)ijk :yijk/y--- and ﬁlijk :yijks- (1414)

where the hat denotes the MLE. Under the null hypothesis H,, we maximize the like-
lihood function (14.8) at w; 7 =0. Then, after some calculation, we have the likeli-
hood equation

rh’](o) :yl] 5 rh,k(()) =Yik, M 7 k(o) =y-jka
rhi’j’k'( )ml/hc(() ( )mabk’(o)

log—
gm,‘fjc( )ml’bk’(o ﬂ/’k/( )m“bc(o)

=0.

Yitay
i

That is, the unconditional MLE 7 (0) of m;; coincides with m;;(0) obtained by
(14.11) in the previous section. This means that ;(2(0) (14.13) is nothing but the
(unconditional) goodness-of-fit chi-squared statistic.
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The likelihood ratio test is then given by

L Yijk
S, =2log——=25"5"5" v log— (14.15)
oo 222k S (0)

where L and L,_¢ denote the likelihood evaluated at g (14.14) and g (0),
respectively.

(¢) Exact conditional distribution for a 2xb xc table under H,. An exact
conditional null distribution under H,, has been obtained for a 2 x b x ¢ table in trac-
table form by Hirotsu et al. (2001). In this case the null distribution under H,, is
formally

PI'{Yijk =yijk‘yij.,yi.k,y.jk} = CC—1 (ytj~’yi'k’y'jk; 1= 1, 2,j= ], e b’k: ]’ ey C)

2 b -1
><Hi=1Hj=1Hi=1(yijk!) :

(14.16)

Usually, the normalizing constant C,. has not been obtained even for a moderately
large table, because of the computational problem. It can, however, be obtained as
follows by a similar recursion formula using the Markov property as in Chapter 6.

Lemma 14.1. Exact null distribution under H, for 2xb xc table. Define
Yie=11ks - Vib-1k )’ and its partial sum Y =y, + - - +y,;, where the capital letters
are employed following Chapter 6 to express accumulated statistics instead of the
usual terminology for random variables. Then, the factorization of the distribution
(14.16) is obtained in terms of Y, as

Pr{ Yy = yije|yij» yis Y } =T e (Ve Y11, A™y),
(Y] Yixe1, AYy) = il (Yiksts Yimsyjm;i=12,j=1,...bym=1,...,k+1)

x Cy (Y, yim’yjm)n%zll_[jb: { (Ve _Yijk)!}_la
(14.17)

k
m=

where Y, is a component of Yy, Y, is defined by >

Cx (Ylk, y,-.m,y.jm) is the summation of H?: ll'[]lA’= ]H’,;:] (y,-jm!) ! with respect to Y,

1Yjm=Y1jx, and

subject to the condition of fixed marginal totals Y1, Yim,yjm;i=12,j=1,...,
b,m=1,..., k. It is determined by the recursion formula
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Cr (Y1 YiomsYjm) = > v, Cr1 (Yik-1, Yi-m7y~jm)nl'2= 1Hjb= |
{(Y,_']'](—Yijk_])!}_l, k=2,..., C,

starting from

Cr (Y11, Yimoym) =TT TU_ { (Y)!}
and coincides with C, of (14.16) at k=c.

Proof. In the log linear model approach of the three-way contingency table, the
model under H,, is most controversial and an exact distribution is not known. It makes
the problem difficult that an amalgamation invariance does not hold; that is, for the
collapsed table with respect to k, the null model H,, no longer holds (Darroch, 1974).
However, since sub-table invariance holds, the probability function up tom=1,...k is
given by

- . . -1
Cilt (Yiks 15 Yimsyjms 1=12,j =1, bym=1,... k+ 1 )T T0_ T, (v!)

and it is factorized into a product of two probability functions,
- -1 — -1
CleI'Z:IHJ}'?:lH]r{nzl(yijm!) XCk-&leHiz=1HJl'7=1{(Yijk+l_Yij N (14.18)

The latter part of (14.18) is nothing but the conditional distribution of (14.17). It
should be noted that the random variable Y, is included also in Cy (Y 1, Yim:Y.jm )

the normalizing constant one step before.
The result of Lemma 14.1 is utilized in Section 14.2.2 (2) (a).

(2) Test of two-way interaction

(a) Conditional test of the null hypothesis H :log p; =p+a;+f;+7; + 0;; + @y
assuming H,. Next we consider a test of the null hypothesis H, : 7y =0, assuming
H,. The sufficient statistics under H,NH, are (yy.., y.j., Yk’ Yij.» Yk ), OF simply
(y,-]z, y,ak) in a redundant expression, and the sufficient statistics for the parameter
Tjp are yjp. Therefore, the inference should be based on y.jx conditionally on
(y,-jz, y,ak). For each i the distribution MH (yijk | Vijs y,ak) of y;x under H.NH,, given
(vi» yix) is a multivariate hypergeometric distribution,
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( Hﬁ: lyij-!) (T2 yii!)
y,'..! ( H]C(:l H]’?: 1yijk!)

The expectation and covariance of this distribution are therefore easily obtained as
follows:

,i=1, ..., a.

E (Y | i Yik) =i Vik Vi
Yiji- (OjuoYie- = Vi) Yiks Byt Vie- = Vi)
Cov(Yijik» Yoo | i Yik) = {».0:-1}

0, otherwise.

3] =i2=i,

Then, the expectation and covariance of Y.j are obtained as

E(Yj | i Yik) = DV Yiok/Vie

Vi (85, Yi- =Yiiy- ) Viky (Bkyo Vi = Yicky )
COV(Y'J'lkl’ Yok, |yij-’yi'k)=2i g (NZ | {yizjz(ll”il)?kz —

Let ¢ be a vector of y.jp,

E=(Yo11s coosYlemt s Y2 weesY2eml s eeesYobmlom1 ) s (14.19)

and E(f) and V(f) be the expectation and variance—covariance matrix of £. Then the
quadratic form of ¢,

{t—-E@)}Y' V' ){t-E(1)}, (14.20)

is nothing but the efficient score test of Birch (1965), which is asymptotically distrib-
uted as chi-squared with df f;=(b—1)(c—1). The chi-squared approximation of the
statistic (14.20) is good for moderately large y;;. and y;.¢, because of the summation
with respect to i.

(b) Unconditional test of H,. The unconditional MLE of the cell frequencies
m;i(0, 0) under H,NH, satisfies the equation

My (0, O)mibc(O, 0)

i 0,0 = Vi-ks Mij. 0,0 = ,':,1 =0.
m k( ) Yik mj ( ) yj Ogmij/c(o, O)mibk/(o, 0)
This equation is solved at once, giving
mijk (0, 0) =yij»yi-k/))i-~-
Therefore, the likelihood ratio test is obtained as
Ly=o m;i(0)
S;=2log———=2> ;> > ,yixlog———=. (14.21)
S T X )
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This statistic is asymptotically distributed as chi-squared with df f,=(b—1)(c—1)
under H,,NH; and the condition yj;. /y.. — Tij., Vik /y... — mi. In contrast, a more con-
venient expression of S, is obtained as

miji(0)
tjk< > 0)

The goodness-of-fit chi-squared asymptotically equivalent to S, is

Se= ZZiZjkaijk(O)log

—mi(0,0)}

{mz,k
Z Z Zk m,,k(() 0)

(c) Unconditional test of the null hypothesis H,:log p;=p+a;+ p;+7v;+6;
assuming H,,NH . This test is equivalent to the test of the null hypothesis

Pik=Pi- XDk

in the collapsed two-way table of {y;,}. Therefore, the goodness-of-fit chi-squared
and the likelihood ratio test are given by

2oy s Deyey/y)”
! e Vi-Yok /Y-

Yik
ViiVok /Y-

=2(3 > wviklogyie—>" i dogyi. = >, y.4logy.. +y..logy...). (14.22)

and S, =23 ",> " vixlog

This is also obtained as follows. The MLE under H,NH, was m;i (0, 0) =y;i.yi.k/Vi..
and the MLE under H,,NH.NH,, is easily obtained as m;3 (0, 0, 0) =y;;.y..x/y.... There-
fore, twice the log likelihood is
myj (0, 0)
S =255, | YR T
[ ZleZky]k Ogmijk(()’ 0’ 0)

mi; (0, 0)
1] s Uy

ﬂzz&mwﬁmﬁ (14.22)
Y.k

(d) Unconditional test of the null hypothesis Hy:logp; =p + @; +f; + 7 assuming
H,NH NH,. This test is equivalent to the test of independence
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Dij. =Di. Xp.j.

in the collapsed two-way table { ylj} Therefore, the goodness-of-fit chi-squared and
the likelihood ratio test are given by

pos s Opmviys/y.)’
’ l J’i»»y.j./y.u

and Sp=2 Vi 1og7 (14.23)
V=222 i/ V-

=2 (ZiZ/)’U- logyy. = yi-logyi. =3 v logy; + y.,,logy..,) .

This is also obtained as follows. The MLE under H,NH.NH,NHy is obviously
M (0, 0,0,0) =y;..y..y../y*. Therefore,

m; (0, 0, 0)
Sp=25"5"3", yplog—" 2
0 ZszZky]k Ogmijk (0’ 0’ 0’ 0)

Myjk (0, 0, 0)

=255 5 mi (0, 0, 0)log—2 > > )
ZzZlemjk( ) Ogm,;;k(O, 0’ 0’ 0)

=23, Z Vij- log =(14.23)

The series of test statistics S, (14.15), S, (14.21), S, (14.22), and S, (14.23)
is the factorization of the test statistic of the likelihood ratio test of overall
independence,

Pijk =Di-- XPj. XPD.ks

against the saturated model. The following equation is easily verified:

Yijk Yijk
2Zi2j2kyiﬂ<log—jz = ZZiZjZkyzfiklOg ; -

Vi Yok/ Y2 «(0)
2505 i 0oV 2557, 0, Oog A
£250,50 5 m (0, 0, 0)log%.
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14.1.2 Cumulative chi-squared statistics for the ordered
categorical responses

(1) Order-restricted inference of the null hypothesis H,,

(a) Assuming simple order effects for all the row, column, and layer categories.
First, from (14.13) and (14.12) we note that

{yi—m(0)}?

20(0)={y-m(0)}'Q " {y-m(0)} =323,5", (0
Mji

is the quadratic form of (P,®P,&P.){y-m(0)} by the inverse of its variance—
covariance matrix

(PoP,eP){2-04" (4"27'4") ' 2} (P.oPP,)
= {(P,®P,2P,) 2" (P,&P,2P,)}

This is easily verified, since the two-way marginal totals of y and m(0) coincide. For
the assumed order effects we introduce the accumulated statistics

(P 2Py 2P ) {y-m(0)}
and the sum of squares of its standardized components y***2. The matrix P is defined

in Section 6.5.3 (2) (b), regarding the cumulative chi-squared y** in a one-way layout.
Let the diagonal elements of

Vo= (Plepiop)){@-04 (4707 'AT) AR} (PePieP)  (14.24)

be vijw, and D (vijp) = diag{viyw } a diagonal matrix of vy, arranged in dictionary
order. Then the cumulative chi-squared statistic is defined by

***2 ||D—1/2(Vl],k/)(P*/®P*, P*,){y m( )}Hz,

where D~1/2 (viyw) is a diagonal matrix of v;],lk/,z The constants for the chi-squared

approximation d)(_/% are obtained as usual by
1=E(*?) =w{D™" (vijw)V*** } = (a=1)(b-1)(c— 1) =df, (14.25)

V( ***2) 2tr [{D‘1 (Vi’j’k’)V***}z} =2d°f. (14.26)

w
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(b) Assuming simple order effects for the row and column categories. For the
assumed order effects we introduce the two-way accumulated statistic

(P @P;@P!){y-m(0)}.
Let Viy,i'=1,...,a-1;j=1, ..., b—1 be a variance—covariance matrix
Vip= {r*/(l,...,i’;i’+ 1,...,a),®,c"(1,....j;j +1, b)®Pi}
x{Q-04'(a4"27'4") 4”0}
x{r'(1,....i57 +1,...,a) @c*(1,....j;j +1,....,b)@P,.},

where r* and ¢ are defined as the rows of P and P, in Sections 10.4.1 (3) and 10.4.2
(2), respectively. That is, each V;; is a principal (c—1) X (¢c—1) sub-matrix of

v =(P/epeP){@-0a (A"27'A") A 2} (PePyeP.).
Then the two-way cumulative chi-squared is defined by
2= [P @P)@P) {y-m(0)}] D™ (Viy) [ (P &P} @P,) {y-m(0)}],

where D(V;;) is ablock diagonal matrix with V;; as its diagonal elements in diction-

*x2

ary order. The constants for the chi-squared approximation for the statistic "~ are
given by
«=E(z") =ue{D7 (Vig) V7" } = (a=1)(b-1)(e=1) = df

K=V (1) =20 [{D! (Vi) V| =24

(c) Assuming simple order effects only for the row categories. For the assumed
order effects, we introduce the cumulative sum statistic

(P @P,®P.){y-m(0)}.
Let V; be a variance—covariance matrix
Vi’ = {r*/(l, ...,i/;i/+ 1, ,a)®P;)®P£}{.Q—,QA* (A*/Q—IA*)—lA*/Q}
x{r(1,....i,7" +1,...,a) RP,QP. },

which is a principal {(b—1)(c—1)} x{(b—1)(c—1)} sub-matrix of

V= (P/aPeP){2-04" (4"27'A") A R} (PoP,@P.).
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Then the cumulative chi-squared is defined by
12 = [(PZ'@PZ@PZ.) {y—m(O)}] ‘D! (Vi) [(PZ@P;,@PC) {y—m(O)}} ,

where D(V) is a block diagonal matrix with V; as its diagonal elements in dictionary
order. The constants for the chi-squared approximation for the statistic y** are
given by

Ki=E(z;}) =D (Vi)V} = (a=1)(b-1)(c~1) =df.
Ky = V()(fuz) =2tr[{D‘1(Vi,)V*}2} —24°f.

(2) Order-restricted inference of the null hypothesis H, assuming H,,. Birch’s test
is easy to extend to a cumulative chi-squared type test, since it is an efficient score test.
We can simply define the accumulated statistics according to the ordered column and/
or layer categories.

(a) Assuming simple order effects for both column and layer categories. We fol-
low the notation of Section 14.1.1 (2) (a) and to define the cumulative sum statistics
we introduce a lower triangular matrix of unities:

(1000 --- 00 07
1100--000
T;=1110~-000

111111 1],

Then the two-way accumulated statistics are defined by
% = (Tp- 1 ®T ) {t-E(1)}, (14.27)
where ¢ is defined in (14.19). Define the variance—covariance matrix of ** by
W =(Tpo 1T co1) V(€)(Tp-1®@T-1)

and its diagonal elements by wj, where V() is defined in Section 14.1.1 (2) (a). Fur-
ther, define a diagonal matrix D(wjx)=diag{wj,} by diagonal elements wjy
arranged in dictionary order. Then the cumulative chi-squared statistic is defined by

){j*z — || D—l/2 (Wj’k')t**Hz )

*%2

The constants for the chi-squared approximation for the statistic y;

are given by
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ki =E(y?) =te{D™" (wj )W} = (b-1)(c- 1) =df, (14.28)

T

K=V (x;?) =26 [{D7 () W} | =20 (14.29)

T

(b) Assuming simple order effects only for the column categories. The accumu-
lated statistics are defined by

t=(T,_®I._)t.
Define the variance—covariance matrix of £* by
W= (T, ®@I._1)V(#)(Tp-1®I.-1)

and its principal (c—1)x (c—1) sub-matrix by W,/ =1, ..., b—1. Define a block
diagonal matrix D(Wj/) with diagonal elements W arranged in dictionary order.
Then the cumulative chi-squared statistic and the constants for the chi-squared
approximation are given by

)(:2 :t*/D—l (W/)t*,
ki =E(y?)=te{D™"(W;)W*} = (b-1)(c-1)=df,

K=V (x2) =26 [{D7 (W)W} | =2d%.

There are various variations of max acc. ¢ type test statistics, and some of them are
given later in the examples of this chapter.

14.2 One-Way Experiment with Two-Way
Categorical Responses

14.2.1 General theory

A multinomial distribution M (y;..,pyx |pi-=1) is assumed at each level of the factor
A: Pr{Y,-jk =y j=1, ... bsk=1, ..., c} =y;. LTI, (p,yj’;{‘/y,]k'> Therefore, the total

probability function is

Pr{Yijk=yijkai=1’ ...,a;j: 1, N b;k:l, ...,C} =H,-{yl-..!Hij(p;‘.]'f}f/y,-jk!>}.
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Employing Plackett’s identification condition we have the likelihood function

_ Iy ! py.

LTy (Zj’y 7By + eyt + 2 2y vis Oy
L) yK:

+ Zil Zk/y,'/.kf§0i/k/ + Zj’ Zk/yj/kffj/kf + Zi’ Zirzk,y;/jfk/a)yjfk/) ,  (14.30)

where it should be noted that p,;,. has been replaced by p;;,. and the parameter ay
deleted in (14.8). The definition of the other parameters is the same as in equation
(14.7). In this case the p;; are expressed by the new parameters as

Pijk =Pibc€XP (ﬁj +re 0+ Qu T+ wijk) )

where

Dive = { 1+ Zj,exp (/)’j, + Gij/) +> vexp(Yp + Qi)

-1
+ erzk/exp(ﬂj/ + }’k/ + 6‘], + ¢ik’ + Tj’k’ + a)ij’k’) }

so that p;. = 1. It should be noted that the number of new parameters is a(bc—1) and
they are interpreted as follows. In the ith two-way table the interaction between the
factors B and C is expressed as

logPTXPRe o1, i b=1 K =1, e,
DijcPibk’

The hypothesis that the interactions are equivalent for all levels i is expressed as the
null hypothesis

Pijk' Pi'be —lo Paj'k' Pabc
PijcDibk Paj cPabk’

H,: wpjp = log =0,i'=1,...,a-1,/=1,...,b=-1,K=1,...,c—1.

If the null hypothesis H,, is not rejected, we are interested in testing the null hypothesis
of effects of A on B and C by

Hp: 0;,=0,i=1,...,a-1,j=1,...,b-1,

and H(p:gairk/=0,i/=1,...,a—1,k’=1,...,c—1

assuming H,,. This is the case of Section 14.1.1 (2), and Birch’s test is available in
addition to the likelihood ratio and the goodness-of-fit chi-squared tests. Because
of the similarities of the likelihood function, all the test procedures are found to be
the same as in the previous section and the difference exists only in the interpretation.
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If both hypotheses Hy and H,, are rejected, then the independence between factors B
and C is tested by

H;: =0,//=1,....b=1;k=1,...,c—1,
assuming H,,. If H, is not rejected, then the recommended model is
H,NH: : pijk =Ppij. X Pik-

That is, the factors B and C are independent at each level of i but the effects of A on
B and C are different for each i and estimated by
Yi o _ ik

v Yi.. ik i

Other possible cases are as follows:

H,NHy :pijk =pik xa_lp.jk/(a_lp..k) (14.31)
H,NH, : pj =pj. xa_lp.jk/(a_lpj.) (14.32)
H,NHyNH, : pj=pixxa”'p;. (14.33)
H,NH,NH, : pj=pi xa~'p.y (14.34)
H,NH.NH,NHg : pjj =a_1pr xa_lek. (14.35)

Models (14.31) and (14.32) are a little strange, since the factor A affects only one of
B or C, while B and C are dependent on each other. Model (14.33) is easy to interpret,
where the factors B and C are independent and the factor A affects only C. Therefore,
the occurrence probability of p;. is estimated by the total observations, while p; is
estimated only by the observation at level i. That is, we have
“1s _ Yy o _ ik
a pj= )T’pi-k = yT
Similarly, under H,NH;NH, (14.34) the factors B and C are independent and the
factor A affects only B; the occurrence probabilities are estimated by
N Vi —1a Y-k
= ! Px=—-

p - _9 a
Y Yi..

Finally, under H,NH.NH,NHy (14.35), the equation

Pik=a lpj. Xa~ lp..k
holds. That is, the factors B and C are independent and there is no effect of A on B
and C. The estimates are given by

1A v 1A Y.k
a lpj-z_]»a 1P~k=—~

Y. Y.
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In this section the cell frequencies are estimated by y;.p;;, differently from the
y.-Py of the previous section. Therefore, we have estimates of the cell frequencies
for the respective models as

Vi o Yik _ Vipdik
Vi Vi Yi--
YikYj _ VikVy-
Vi Y. y..
Yii- Yok _ Y-k
Yi. y.. y... ’

“ Yi Yo YiYiVYk
H,NH.NH,NHy — Yi-Dijk = Yi- X y—] X y— = %

H,NH, — y,'N]A)[-jk =Y. X
H,NHyNH; — i Py = Yi. X

H,NH,NH; = yi..py = Yi.. X

As a result, these estimators are equivalent to those obtained in previous sections
under the respective models.

14.2.2 Applications

(1) Application of the cumulative chi-squared statistics. The data of Table 14.2 are
the number of cancer patients cross-classified by age A (four levels, i=1,..., 4),
metastasis of cancer B (two levels, j=1,2), and saturation C (three levels,
k=1, 2,3) (Hirotsu, 1992). They are characterized by the natural ordering in age
and saturation. This is the case of A xBx C, but the test statistics are the same as
in the case AxBx C. Assuming a log linear model (14.30), we begin by testing
H,, the effects of age on metastasis and saturation.

(a) Test of the null hypothesis H,,. This is the case of 14.1.2 (1) (b), with natural
ordering in C instead of B. However, since the factor B is binary, we can also apply
the formula of (a) for y**2, taking P}’ =(-2"/2,2'/2) and that would be easier.
The expected cell frequencies m(0) under H,, are obtained by the iterative scaling
procedure as in Table 14.3. There is standard software for this, but it is also easy
to calculate.

The conditional variance—covariance matrix of y given the sufficient statistics

(Vijes Viko Vi ) s
Q-04" (4727 'a")'A" 0 (14.36)

from (14.12), where £ is a diagonal matrix with m;3(0) as its diagonal elements
arranged in dictionary order. The matrix A* is determined so as to produce the suffi-
cient statistics. To make it full rank, we employ the same idea which derived equation
(10.49). That is, we express the log linear model under H,, in matrix form as



Table 14.2  Cancer patients cross-classified by levels of age i, metastasis j, and saturation k.

i=1 i=2 i=3 i=4
Jj k=1 k=2 k=3 k=1 k=2 k=3 k=1 k=2 k=3 k=1 k=2 k=3
1 9 5 12 10 9 15 6 13 11 8 5 9
2 4 3 5 5 9 16 2 9 18 4 3 9
Total 13 8 17 15 18 31 8 22 29 12 8 18
Table 14.3 Expected cell frequencies under H,,.

i=1 i=2 i=3 i=4
j k=1 k=2 k=3 k=1 k=2 k=3 k=1 k=2 k=3 k=1 k=2 k=3
1 10.02 5.54 10.44 9.70 9.91 14.39 5.08 11.83 13.09 8.20 472 9.08
2 2.98 2.46 6.56 5.30 8.09 16.61 2.92 10.17 1591 3.80 3.28 8.92
Total 13 8 17 15 18 31 8 22 29 12 8 18
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e .
a* a*
B B

logpix= A" 7 | =[i X, X; X, X, X, X:] | 1 |, (14.37)
0* 0"
@" @*
_T* - L T* -

where @ =(ai, ;. a3), B =(4). 7" =(ri.72), 0" =(011.60:.603), @*=
(@11, @12 P21, P22 P31.032) s T = (211, 712). Equation (14.37) defines a full rank
coefficient matrix A*, which should be substituted in (14.36). The calculation is sim-
ple matrix multiplications but too big (24 x 24) to present here. Therefore, we give
only the cumulative statistics

[ 2.040 7
3.120
1.247
3.759
-0.400

L 0.160 |

x=(P/@P;@P;){y-m(0)} =

and its variance—covariance matrix

[5.201 3.579 2.3441.604 1.3880.970 ]

3.579 6.786 1.582 3.479 0.970 1.693

2.344 1582 4.911 3.112 2.403 1.681

V(x)=Vr= (14.38)
1.604 3.479 3.112 8.254 1.681 2.933

1.3880.970 2.403 1.681 4.163 2.911

1 0.970 1.693 1.681 2.9332.9115.080 |

by (14.24). It should be noted that the conditional variance (14.36) depends on the
choice of A™ but V(x) does not depend on it after multiplying (P;'®@P;'®@P;'). Then
the diagonal matrix D(v,-/j«k/) =diag (v,vj«k/) is formed by the diagonal elements of
(14.38) and the test statistic is formed as the sum of squares of the standardized accu-
mulated statistics

cr o 20407 31207 1.247%  3.759* (-0.400)°  0.160°

=2 =4.307.
Yo =Xo =35501 T 6786 T 4011 T 8254 T 4163 ' 5.080
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The constants for the chi-squared approximation are obtained by (14.25) and
(14.26) as

df = E(y57?) =te{D™" (viyw ) V" } = (a—=1)(b=1)(c-1) =6,

[0}

2d%f =2t {D (i )V} =21.972.

giving d=1.831,f=3.277, and a non-significant p-value 0.266 for y***?=4.307.

[0}

Therefore, we proceed to test Hy, the effects of age on metastasis based on y
ing H,,.

i/j'. assuIm-

(b) Test of Hyassuming H,,. This is the pattern of 14.1.2 (2) (b), replacing H, by Hy.
We can, however, apply the formula of 14.1.2 (2) (a) for y**? again and it would be

T
easier. The two-way accumulated statistics are defined by

£ = (Ty&T)){t-E(t)}, (14.39)
where ¢ is a vector of yy;. and it is explicitly = (yi1., y21., y31. ) = (26, 34,30) in

this case. The conditional expectation and covariance of y;; given yix, y.jx are as
follows:

E (i | Yiks Yi) = Yird i/ V- (14.40)
Yir k(i Yok =Ygk )V-jik (8o -k = Y.jok) PR—
> Jki=ky =k,
COV(yi,_flk, s Yigjaks | Yiks y-jk) = { Vi (y--k— 1)} (14.41)

0, otherwise.

We define the vector of expectation pg = E (y | Vids y.jk) and the variance—covariance
matrix Vg, =V (y|yir yj) based on (14.40) and (14.41). They are too big to
present here, but there is no difficulty in the calculation. Then E(f) and V(¢) are
calculated as

21.919

E(t)=X{pg, = | 35.935

32.419
7.316 -2.934 —2.570
and V(t) =X};’V00X};= —2.934 10.584 —4.703
~2.570 —4.703 9.883



368 ADVANCED ANALYSIS OF VARIANCE

Therefore we have from (14.39)

4.081
= (ThT)){t-E(t)} = | 2.145 |,
-0.273

and the variance—covariance matrix of £ is obtained as

7.316 4.382 1.812
W = (T,@T) ) V()(T;0T)) = | 4.382 12.032 4.760
1.812 4.760 7.370

The cumulative chi-squared statistic is obtained by the sum of squares of the standar-
dized elements of £*, and is found to be

2 2 2
o (4081)7 (21457 (-0273)

- =2.669.
Yo =79316 T 12032 T 7370

Applying formulae (14.28) and (14.29) for the chi-squared approximation, we obtain
df=(4-1)(2-1)=3
28 =2 [{D"! (wye) W} | =8.138,

where D (wjy ) is a diagonal matrix with diagonal elements 7.316, 12.032, 7.370.
Thus, we have d=1.356and f=2.212. The p-value Of)(z*z =2.669 is 0.30 and not
significant at significance level 0.05.

Similarly we can test H,,, the effects of age on saturation based on y; ./, assuming H,,

conditionally given y;, and yj. In this case #=(yi.1, Y1.2,Y2.1, Y22, Y31, Y32 )
=(13,8,15,18,8,22)" and
[ 3.270 7
-2.739
-0.190
0.010
-5.839
L 5.429 |

= (ThT5){t-E(t)} =

Then, similarly to testing Hy, we obtain ;(j;,*z =4.349,d=1.74, f =3.44, and the related
p-value 0.284. There is no evidence of the effect of age on saturation. We may also test
H, by the collapsed two-way table {yix}, assuming H,NHy. As a conclusion, the
effects of age on metastasis and saturation are not observed.
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Table 14.4 Table of metastasis and saturation obtained by collapsing age levels.

J k=1 k=2 k=3 Total
1 33 32 47 112
2 15 24 48 87
Total 48 56 95 199

Finally, we test the independence between metastasis and saturation throughout age
by the collapsed two-way table {y.x } given in Table 14.4.

The cumulative chi-squared statistic for the collapsed 2 x 3 table is calculated as
follows:

199(33 x72-15%79)*

Bx15x12x87 07

(1:2,3)=

199(65 x 48 -39 x 47)*
104x95x 112x 87

74(1,2:3)= =3.424,

72=3.585+3.424="7.421.

The constants for the chi-squared approximation are d =1.29 andf = 1.55. Since 1.29
X1 55(0.05) =6.48, the observed value of the cumulative chi-squared is significant at
level 0.05. In conclusion, there is a positive association between metastasis and sat-
uration but the age effect on them is not observed.

(2) Application of max acc. ¢ type statistic to the analysis of the association
between disease and alleles, with particular interest in haplotype analysis. To
analyze the association between disease and allele frequencies at highly polymorphic
loci based on the data as shown in Table 14.5, some statistical tests for a 2 x b con-
tingency table have been employed. Among them, Sham and Curtis (1995) compared
four statistical tests by simulation, including a goodness-of-fit chi-squared test and
multiple comparisons of one cell at a time against the others. For the latter test, Hirotsu
et al. (2001) proposed an exact algorithm called a max one-to-others y? test. This test
is a simple modification of max acc. 71 of Section 5.2.3, and obviously appropriate if
there is only one susceptibility allele in the locus. They do not, however, take into
account the natural ordering in the number of CA repeats, whereas an abnormal exten-
sion of CAG repeats has been reported associated with Huntington’s disease. Of
course, differently from CAG repeats, the CA repeats do not correspond to the actual
amino acid arrangement, but still are considered to reflect some indications of the dis-
ease. In consideration of the natural ordering, the max acc. ¢1 of Section 5.2.3 (2)
would be an appropriate approach. In Hirotsu et al. (2001), a combined test of these
two chi-squares is also proposed when there is no prior information to specify one of



370 ADVANCED ANALYSIS OF VARIANCE

Table 14.5 Allele frequencies at the D20S95 locus.

97 99 101 103 105 107 109 111 113 115 Total

Schizophrenia 4 30 25 10 17 90 34 37 4 1 252
Normal 5 18 28 6 41 67 5 34 5 5 214

Total 9 48 53 16 58 157 39 71 9 6 466

Table 14.6 p-Values of the proposed methods.

Statistics p-Values
Max one-to-others y* 18.78 (109 vs. others) 0.000059
Max acc. t1 6.59 0.075732
Combined maximal statistic 18.78 (109 vs. others) 0.000113

the alternatives. While the approximate p-values may be obtained easily by Monte
Carlo simulation, it is very important to obtain exact p-values in the context of genome
scans for linkage disequilibrium, where the adjustment for multiplicity of tests
requires us to seek extremely small p-values, not easily estimated by simulation.

The exact p-values of the proposed methods are shown in Table 14.6. Actually, in
the research we made simultaneous analyses for 34 loci on the 19, 20, 21, and 22 chro-
mosomes and it was decided beforehand to apply the combined method with adjust-
ment of the p-values for the number of analyses by Bonferroni inequality. The
obtained p-values multiplied by 34 for the combined test amount only to 0.0038, invit-
ing further research focused on that locus using independent samples.

In contrast, the simultaneous analyses of the two closely linked loci in a chromo-
some have been called a haplotype analysis. As an example, Sham and Curtis
(1995) analyzed the bivariate allele frequencies of DXS548 (192 ~206) and
FRAXAC2 (143 ~ 169) as if they were from a 2 x bc two-way table. However, the fre-
quency data are presented in a 2 x b x ¢ contingency table as shown in Table 14.7.
Then it is obvious that we need the analysis of three-way interactions to distinguish
two cases as shown in Table 14.8. In Table 14.8 (1) the probability model
Pijk =Pij. X ik /pi.. holds, suggesting that the singularities of row 2 and column 3 are
associated with the disease without interaction effects of the row and column on the
disease. In other words, the row and column are conditionally independent given
i=1 (normal) or 2 (disease). On the contrary, Table 14.8 (2) suggests the interaction
effect pointing out the singularity of the (2, 3) cell associated with the disease, and in
this case the separate analyses of marginal tables collapsing rows or columns are quite



Table 14.7 Haplotype allele frequencies at two loci in fragile X and normal
chromosome.

FRAXAC2
DXS548 k
J 1 2 3 4 5 6 7 8 9 10 Total
Fragile X(i=1)
1 0 0 0* 0" 0* 0" - 0" 0* 0* 0
2 " 3 0 0 9 16 2 0 0* 0* 41
3 0" 5 9 1 11 1 0* 0* 0* 30
4 0" 0 0* 0" 0* 0" 1 0" 0* 0* 1
5 0" 0 0* 0" 0" 0 1 0* 0* 0* 1
6 0" 1 0* 1 9 3 4 0 0* 0* 28
7 0 0 0* 0* 1 0" 0 0" 0* 0* 1
Total 1 9 9 2 30 20 31 0 0 0 102
Normal (i=2)
1 0* 0" 0* 0" 0" 2" 0" 0* 0* 0* 2
2 7 5 1 17 67 7 4* 1" 0* 110
3 0" 4 6 0 3 8 1 0* 0* 0* 22
4 0* 1 0* 0" 0" 0" 0 0* 0* 0* 1
5 0* 0" 0* 0" 0" 1 1 0* 0* 0* 2
6 0* 2 0* 0 3 6 2 0" 0* 1" 14
7 0* 0" 0* 0" 0 0" 2 0* 0* 0* 2
Total 1 14 11 1 23 84 13 4 1 1 153
Table 14.8 Configuration of p;; (normalizing constant omitted).
Normal (i=1) Disease (i=2)
Locus 1 Locus 2 k Locus 1 Locus 2 k
J 1 2 3 4 5 J 1 2 3 4 5
(1 1 1 1 1 1 1 1 1 1 2 1 1
2 1 1 1 1 1 2 2 2 4 2 2
3 1 1 1 1 1 3 1 1 2 1 1
4 1 1 1 1 1 4 1 1 2 1 1
2) 1 1 1 1 1 1 1 1 1 1 1 1
2 1 1 1 1 1 2 1 1 4 1 1
3 1 1 1 1 1 3 1 1 1 1 1
4 1 1 1 1 1 4 1 1 1 1 1
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misleading. The existence of a three-way interaction suggests more strongly the poten-
tial candidate gene associated with the disease affecting simultaneously the bivariate
allele frequencies. We therefore recommend the analysis of the three-way interaction
first for the haplotype analysis. In particular, we propose max one-to-others y* and two-
way max acc. t1.

(a) Two-way max acc. #1 test. We assume a log linear model
logpijk =+ i+ +7; + 0y + @iy + T + Wi

and test the null hypothesis H,, against the alternative hypothesis H,,;:
W1jk —@1j-1k—O1jk—1 + @01j—1k-120,7=2, ..., b;k=2, ..., c,
Or Wyjx —W1j-1k —PD1jk-1 +a)1j_1k_1 So,j=2, . b;k=2, ey Gy (1442)

with at least one inequality strong.

It is easy to see that H,,; implies that the relative occurrence probability for disease
against normal is increasing or decreasing as j and k are increasing. Then, by the com-
plete class Lemma 6.2, the appropriate test should be increasing in every

N . j k :
Yi=Yij=1 b=l k=1, ..., c=1, where Y3 =37_ 3, _yun is the two-

way accumulated statistic up to j and &k, f/j‘;‘k the MLE of the accumulated cell fre-

quency under H,, and a function of the two-way marginal totals A*'y. Then the most
natural test would be based on the maximum of

with Vj, the appropriate sum of elements of the variance matrix (14.12), where £ is a
diagonal matrix with ,; =i (0) = m;; (0) as diagonal elements arranged in diction-
ary order. The Vj is explicitly given by l_;k{.Q—.QA* (A*'.Q_IA*)_IA*'.Q}ljk, with
Ly =1,(2)®1;(b)®lk(c), where I(a) denotes an a-dimensional column vector with

the first i elements unity and the rest zero.
For the exact algorithm of the p-value, define the conditional probability

F(Yi0) =Pr(yp?<cl=1,...,b-Lim=1, .. k|]Y};, A*y), (14.43)
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where Y5 = (Y, ..., Yi;_1; ). Then we have a recursion formula
Fen(Yiis1) = Xy F(Y73) xfi (Vi ¥, . Ay ) (14.44)

where the summation is with respect to Y7j;. The conditional distribution
Fe(Yii|Y 5,1, A*'y) is obtained similarly to the formula (14.17), just by noting that
Yijk is expressed by the doubly accumulated statistics as

Rk ok ok
Vi =Y; _Yij—lk_Y“

Kk
ijk -1+ Yl

That iS, replacing Yijk+1= Yijk+l_Ytjk of (1417) by Yijk+1= Y;’;+1_Y;i1k+l_Y;If +

Y;ilk. In executing the summation with respect to Yf;(, j=1,...,b-1, in (14.44), it
should be noted that it is defined only in the region

ok %k ok %k *k sk *k
L(Yljk+l’Ylj+1k’Y1j+1k+l’y'jk) <Y SU(Yljk+1’Y1j+1k’Y1j+lk+l’y'jk>’
_ Fk Kk Fk ok k . ®ok )
L—max(O, Y= Yk +Yljk+1’Y1j+1k_2m=1y‘]+1m’yljk+l_Zl:ly']kH) )
_ 3 Kok ok Vi k *ok ok _yEk .
U_mln<Y1'+1k’Yljk+1’Zl:lZm:ly'lm’Yljk+1 Y Yk +y-/+1k+l)-

L and U are obtained from Table 14.9, which is essentially the same as Table 14.1 so
that every entry of the table expressed by Y77 should be positive.

(b) Max one-to-others chi-squared test. We assume a log linear model
logpijx=p+ai+pf;+7;+ 0+ @y + Tk + Wik
and test the null hypothesis H,, against the alternative hypothesis
H, : w;jx =0for all but one cell (i, /, k).
The test statistic should naturally be
max 5. j=1,....bik=1, ..., c,

where
~ 2
K= i=3ux) " /v

. \2

= (ijk _y2jk) / Vojk
and vy is a conditional variance of y;x -y given as the diagonal element of (14.12).
Then, expressing yi;x by Y5 = Y{/_ 1 = Y{3_; + ¥{;_y,_;, the recursion formula for max

)(;‘k*z can be applied as it is for max X}Zk just by replacing y;:* by y; based on



Table 14.9  Cell frequencies of pooled 2 x 2 x 2 table expressed in the function of Y.

Columns
Rows 1k k+1 Total
i=1
; ok kK k%K Kk
L...,Jj 1k Y1 = Yii 1k+1
: *k kK kK *k kK ok Kk kK
J+1 Yiouw—Yik Y = Ve Yiie + Vii Y ke = Y
*% Fk Kk ok
Total Yiiw Y=Yk Y ke
i=2
I ) k Fk i _ ek *k v k+1 ok
Lo Zl:lZm:IY'lm_Yljk AT Y ¥ Vi l=12m:1y-1m_Y1jk+1
i k ok ok . . Hx R _YEE k+1 Sk sk
j*1 DoVt =Y+ Vi Yietke1 = Vi Yt Yigeo = Yig DI STSTED STRTORED 3
Total

J+ 1k -
2o n1=1)’»lnz‘Y|_/+ 1k

j+1 ok Sk
Sk = Y Vi

v+ 1 k+1 sk
2o m=1Ym =Yy 1
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Table 14.10 The values of statistics and their p-values.

Statistics p-values
Max one-to-others y> 4.799 (7,7) 0.4878
Max acc. t1 4.844 (1-6, 1-5) 0.3747
Combined maximal statistic 4.844 (1-6, 1-5) 0.5344

Y=Y im=Yim1 ¥ Y im—1> (=1, ..,b;m=1, ...,k in (14.43). The results
shown in Table 14.10 suggest that there is no three-way interaction and the separate
association analyses for the two loci, FRAXAC2 and DXS548, will be accepted.
Then, in the locus DXS548 a highly significant chi-squared component appears in
each of the two test statistics of the previous section.

In executing the analysis, it should be noted that the three-way table, table 14.7, is
very sparse, obliging some of the y;; to be fixed when the two-way marginal totals
Yij., Yik»Y.ji are fixed. For example, yy14, k=1, ..., 10 must be all zeros, since y;;. =0,
and y,, mustbe O fork=1, 2, 3,4,5,7,8,9, 10, since y.;; =0 exceptat k=6. Then,
V216 must be 2 since y.j¢6 =2 and y ¢ is already known to be zero. By these consid-
erations it is known that all the cells marked * in Table 14.7 are fixed in this par-
ticular data set. Then, this information must be included in calculating the
variance matrix of (14.12). This can be done either by adding the column to A™,
which is composed of zero elements except for the one unit element corresponding
to the fixed cell, or equivalently by eliminating those fixed cells in advance. Refer to
Hirotsu et al. (2001) for more details.

14.3 Two-Way Experiment with One-Way
Categorical Responses

14.3.1 General theory

A multinomial distribution M (yij., Pijk | pij- = 1) is assumed at each combination of fac-
tors A and B: Pr{Y,jk =y, k=1, ..., c} =y;;. T (p:j‘;f/y,jk'> Therefore, the total

probability function is

Pr{ Y =yiei=1, oo j= 1, oo bik=1, o} =Ty M (P /! ) |-

Assuming a log linear model and employing Plackett’s identification condition, we
again have the likelihood function
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_M S eVwte+ Sy S i 5 vkt + S S S e wie

= T Ty CXp 2w Y-kVi # 2 Vi k Pik 2k YR Tk 7 2 2 ViR Dijr |
where 1t should be noted that p;;,. is replaced by p,,L and the parameters not related to
suffix k are deleted in (14.30). In this case, the p;’s are expressed by the new para-
meters as

Pik =DijceXP (Vi + @i+ Tix + Oy ),

where pje = {1+ ,exp(yp + @y + T + @) } ', 50 that py: = 1. Tt should be noted
that the number of new parameters is ab(c—1), and they are interpreted as follows.

We are basically interested in comparing ab multinomial distributions. This reduces
to testing whether the functions log (pijk« / pijc) are equivalent or not for all
combinations of (i, j). Then, the interaction between the two factors A and B is
expressed by

logpi/j’k/ lngbk logpaj’k’
Pije Pi'be Paj'c Pabc

If it does not exist, namely under the null hypothesis H,, : @;; =0, the main effects
of A on C are homogeneous, irrespective of the level j of factor B and expressed by

Pk logpalk’ i logpi’bk’ _ logpabk’

log e
Pi'le Palc Pi'be Pabc

=i -

Similarly, the main effects of B on C are homogeneous, irrespective of the level i of
factor A and expressed by

Pk _ logplbk’ — _ logpaj’k’ _ logpahk’
Pijc P1lbc Paj'c Pabc

log

= Tj/k/,

Again, by the similarity of the likelihood function, the test of H,, : wyj =0, the test
of H,: tjy» =0 assuming H,, and the test of H,: ¢ =0 assuming H,NH, are the
same as given in Section 14.1. The interpretations of the respective models are as
follows.

Under H,NH, the equation

P =b""pix

holds. That is, for the categorical response C, only the main effect of A exists. Its esti-
mate is given by

b~ pix=yin/vi--
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Under H,NH;NH,, the equation

pi=(ab)~'p.x
holds. That is, there is no effect of A and B on C, and the occurrence probability is
estimated by

1A
(ab)™ " px=ya/y..
In this section the cell frequencies are estimated by y;; p;. For the respective mod-
els, they are
N A Yik
H,NH; — My =yij.Pijx = YVij- X y_
i
H,NHNH,, — iyt = Yij.Dijie = Vi X Y-k /Y-
These are formally equivalent to those obtained in previous sections.
The modeling in this section is equivalent to that of the logit linear model if the
factor C takes two levels with pj;; +p;» =1. In this case we can put

Dijt =Pij» Pip=1-pj;

and from (14.4) we have

Py
1 =logp;1 —logp;
0g (1 > Ogpij1 —108Pij2 (14.45)

—pi
=Yt en Tt

We can delete the common suffix 1 in (14.45) and then the equation is nothing but a
logit two-way ANOVA model. Further, if b=2 (so in the case of a x2x 2 table),

[ﬂ—log@ :longPizz
Pi12 Pi22 Pi12Pi21

log =711+ Wi
is the odds ratio of the ith 2 x 2 table and H,, is nothing but the hypothesis of the homo-

geneity of the odds ratios through i=1, ..., a. This example is given in Section 14.3.2
(2) (a) and (b).

14.3.2 Applications

(1) Reanalysis of Table 5.10 from a clinical trial. The data of Table 5.10 are from a
typical phase III clinical trial comparing a new drug against an active control in the
infectious disease of respiratory organs. The effectiveness of a drug in this field is very
sensitive to the existence of pseudomonas, and the results are classified according to
its detected case or not. Therefore it is necessary first to check the interaction of pseu-
domonas vs. drug on the effectiveness by testing the null hypothesis H,,. This is essen-
tially the same approach to testing the constancy of the differences of efficacy rates
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between two drugs over the two classes of pseudomonas detected or not in
Section 5.3.4, but we are taking here an approach based on the multiplicative model.
If H, is not rejected, we can proceed to testing the overall effects of drugs through the
two classes, where we still need to take care of Simpson’s paradox. Classically, the
Breslow-Day test has been employed for the interaction test, but it is asymptotically
equivalent to the likelihood ratio test of Section 14.1.1 (1) (b). If H,, is not rejected,
Mantel-Haenszel’s test is well known for testing the overall effects of drugs in this
field. However, this is nothing but Birch’s test (14.20) of Section 14.1.1 (2) (a),
and is again asymptotically equivalent to the likelihood ratio test of (b). We therefore
give only the likelihood ratio test approach here.

(a) Test of the null hypothesis H,,. First we need to calculate the MLE 7 (0) under
H,, by an iterative scaling procedure as explained in Section 14.1.1 (1) (a), and obtained
as in Table 14.11. It should be noted that all the two-way marginal totals are retained.

By inserting 7% (0) in (14.15) we get S,, = 1.243. As a chi-squared variable with df 1,
this is not significant at level 0.05.

Before testing the drug effects zj, we test the null hypotheses Hy and H,,. The test of
Hy is to verify the balance of the pseudomonas detected case or not between the test and
control drugs. The test of H,, is to verify if the pseudomonas affects the effectiveness
through both drugs.

(b) Test of the null hypothesis Hy assuming H,,. This is the case of 14.1.1 (2) (b),
replacing H, by Hy. The test statistic is given by (14.21) as

So =253 i { vilog mij (0) =yjlog m (0, 0) }. (14.46)

Table 14.11 Maximum likelihood estimates 7 (0) under H,,.

Pseudomonas Drug Effectiveness
i J k=1(-) k=2+(+) Total

1 (Detected) 1 (Active) 16.3692 19.6039 36
2 (Control) 11.6039 11.3961 23

Total 28 31 59

2 (No) 1 (Active) 5.6039 21.3961 27
2 (Control) 10.3961 32.6039 43

Total 16 54 70

Total 1 (Active) 22 41 63

2 (Control) 22 44 66
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Since the first term of (14.46) has already been calculated for S, only the second term
needs to be calculated. In this case the MLE under H,NHjy is given by

M (0, 0) =iy /V-k- (14.47)

Substituting (14.47) in (14.46), the test statistic is obtained as Sy =6.719. This value is
highly significant as the chi-squared variable with df 1. That is, the pseudomonas
detected case is more often seen in the test drug than in the control.

(c) Test of the null hypothesis H, assuming H,,. In this case the MLE under
H,NH, is given by

M (0, 0) =y i /y..- (14.48)

Substituting (14.48) in (14.46), the test statistic is obtained as S,, = 8.888 with the asso-
ciated p -value 0.003 as the chi-squared variable with df 1. That is, the pseudomonas
detected case shows a lower success rate.

Since both of the null hypotheses Hy and H, are rejected, this is a possible case of
Simpson’s paradox. Therefore, we test the drug effects H, assuming only H,,,.

(d) Test of the null hypothesis H, assuming H,. This is exactly the case of
Section 14.1.1 (2) (b), and S; =0.247 is obtained. Its p-value is by no means signif-
icant. In conclusion, there is no significant difference between the test and control
drugs after adjusting for the effects of pseudomonas. This result is similar to the result
of Example 5.12.

(2) Test of a trend in odds ratios of 2 x2 x 2 table

(a) Exact analysis. The data of Table 14.12 are from a case—control study on breast
cancer caused by hormone replacement therapy (HRT) (Sala et al., 2000). Long-term
hormone therapy for menopausal disorders has been pointed out to raise the risk of
breast cancer. Therefore, Sala et al. carried out a case—control study on the
effects of duration of therapy and menopausal status at the start of therapy, where
high and low-risk mammographic patterns are taken as case and control,
respectively.
For the data we assume a multivariate generalized hypergeometric distribution

1 exp(D_,yimoim
Pr{yzjk=)’ijk|yij-,)’i-kay-jk}=C(w) Igl-l'[l»l'[lky-k; ),
il i ey
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Table 14.12  Odds ratio for high-risk mammographic patterns according to HRT use
starting time within HRT duration categories.

Duration of therapy (yr) Case—control Status at start of therapy

i J k=1 (before) k=2 (after) Odds ratio
1(<1) 1 (Case) 8 5 1.07
2 (Control) 9 6
2 (1~4) 1 (Case) 22 20 1.70
2 (Control) 11 17
3(5¢<) 1 (Case) 18 11 9.82
2 (Control) 2 12

which is a special case of (14.9) with b = ¢ =2. Then we are interested in verifying an
increased risk of cancer for the case, according to the duration of therapy. Therefore,
we set a one-sided monotone hypothesis

H,:w 1< - Lwe_111. (14.49)

This can be dealt with as a special case of (14.42), since the second equation is equiv-
alent to w11 < -<wii.—1 when a=b=2 and coincides with the situation of this

example. Therefore, an exact one-sided test is available based on Y}, —Y7,,, where
Y}, is an accumulated statistic with respect to suffix i. The exact p-value is 0.05
one-sided, suggesting an increased risk of cancer according to the duration of HRT
with the case starting therapy before menopause.

The complexity of calculation is almost the same with max acc. ¢1 for the binomial
data in Chapter 7, except for the range of variables, which is determined with the aid of
Table 14.1. Ohta et al. (2003) developed a method specific to an a x 2 x 2 table, and
made detailed power comparisons with the restricted likelihood test approach of El
Barmi (1997). The powers are rather similar, but the method based on maximal accu-
mulated statistics is much easier to handle. The exact algorithms for the power and
also the confidence region of a change-point are also easily obtained by applying
the methods of Chapter 8. Thus, an ordered a x 2 x 2 table is an important special case
of example in Section 14.2.2 (2) (a).

(b) Useful normal approximation for large data. The data of Table 14.13 are from
Ashford and Sowden (1970), and were used by El Barmi (1997) to illustrate the
restricted maximum likelihood approach to the trend test of the odds ratios. For the
data, we are interested in the effects of age on breathlessness and wheezing. Therefore,
this is an example of Section 14.2 but again the one-sided monotone hypothesis
(14.49) is of interest, similarly to part (a) of this section. However, an exact test is
very time-consuming, since each entry is a little too large in Table 14.13. On the con-
trary, a very nice normal approximation is available in this case. First, the conditional
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Table 14.13 Coal miners classified by breathlessness, wheezing, and age.

Wheeze
Age Breathlessness
i j k=1(Yes) k=2 (No)
1 (20-24) 1 (Yes) 9 7
2 (No) 95 1841
2 (25-29) 1 (Yes) 23 9
2 (No) 105 1654
3 (30-34) 1 (Yes) 54 19
2 (No) 177 1863
4 (35-39) 1 (Yes) 121 48
2 (No) 257 2357
5 (40-44) 1 (Yes) 169 54
2 (No) 273 1778
6 (45-49) 1 (Yes) 269 88
2 (No) 324 1712
7 (50-54) 1 (Yes) 404 117
2 (No) 245 1324
8 (55-59) 1 (Yes) 406 152
2 (No) 225 967
9 (60-64) 1 (Yes) 372 106
2 (No) 132 526

expectation of Y7, — ¥, given all the two-way marginal totals is zero, since the MLE
f/;‘“ under H,, coincides with the conditional expectation of Y. Usually, the calcu-
lation of the conditional variance based on (14.12) is a little complicated. However, in

this case an explicit form of it is obtained as
Cov(Y3,,Ysy,) =MM; /M, for i</,

where M; =2 {mji}(0) +m3(0) +mp} (0) + mp} (0)} ',

. _ _ _ _ -1
M=37 0 {mni (0) +mllé(0) + mlzi (0) +m/2} (0)} )

and the correlation matrix of ¥}, fori=1,...,a—1 is exactly in the form of (6.28) for
max acc. t1 with N;=M, and N; = M. Therefore, an algorithm for max acc. 1 can be

applied to the standardized statistic (¥;;,~¥7,)/M;”* as it is. Thus, we obtain the p-

value 0.00015, which is almost the same as obtained by El Barmi. Agresti (2012) also
discuss some ordinal effects of age on breathlessness and wheezing.
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15

Design and Analysis of
Experiments by Orthogonal
Arrays

In the early stage of experiments in a factory it is usual to have to consider many fac-
tors simultaneously. It is, however, impossible to perform a multi-way factorial exper-
iment because of its size. It is also unnecessary since higher-order interaction effects
are usually small compared with main and two-way interaction effects, and also dif-
ficult to interpret even if they exist. It should therefore be better to consider it as a sort
of noise at first. Under these circumstances, an orthogonal array is often employed in a
factory to collect the necessary information quickly and efficiently.

15.1 Experiments by Orthogonal Array
15.1.1 Orthogonal array

An experiment was planned for seven factors, each with two levels, as shown in
Table 15.1. Then, every row of Table 15.2 corresponds to an experiment of the total
n=16 experiments for seven factors. The entries =+ 1 of the table imply the level of
factors; in experiment #1, the levels of all seven factors are set at 1, for example.
If we employ all combinations of the seven factors, that is if we take a seven-way
layout, then the number of experiments should be 27 without replication. In contrast,
the experiments in Table 15.2 are composed of 2* experiments and called 2"~ or

Advanced Analysis of Variance, First Edition. Chihiro Hirotsu.
© 2017 John Wiley & Sons, Inc. Published 2017 by John Wiley & Sons, Inc.
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Table 15.1 Factors for improving the fixing time of special aluminum printing.

Factor Level 1 Level 2
A: Concentration of caustic soda 5.0 kg/m? 6.0 kg/m>
B: Temperature of caustic soda 75°C 80°C

C: Time of caustic soda 30s 40s

D: Concentration of nitric acid 2.0 kg/m? 3.0kg/m?

E: Material for printing roller hard gum soft gum

F: Amount of ink large small

G: Drying temperature 170° C 180° C

Table 15.2 Design of 16 experiments.

Experiment # A B C D E F G
1 1 1 1 1 1 1 1
2 1 1 1 -1 -1 -1 -1
3 1 1 -1 1 -1 1 -1
4 1 1 -1 -1 1 -1 1
5 1 -1 1 -1 1 1 -1
6 1 -1 1 1 -1 -1 1
7 1 -1 -1 -1 -1 1 1
8 1 -1 -1 1 1 -1 -1
9 -1 1 1 1 1 1 -1

10 -1 1 1 -1 -1 -1 1

11 -1 1 -1 1 -1 1 1

12 -1 1 -1 -1 1 -1 -1

13 -1 -1 1 -1 1 1 1

14 -1 -1 1 1 -1 -1 -1

15 -1 -1 -1 -1 -1 1 -1

16 -1 -1 -1 1 1 -1 1

one-eighth experiment. The statistical model of this experiment can be expressed in

linear form as

Vi p+o+p+01+61+e1+@ +y+e

2 u+o +p+01+0+er+pr+y,+er

Y16 U+or+pf,+0,+61+e1+@,+y,+eis

(15.1)
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Then, a standard linear statistical inference can be applied to estimate the main effects
of seven factors and the variance ¢”of the error ¢;. Equivalently, we can employ a lin-
ear model taking the entries + 1 of Table 15.2 as coefficients:

1 H+a+p+0+o+e+qp+y+e;

V2 u+a+p+0-6—e—p-y+ep
y=|.1|= ) =X9,

Y16 p—a—f—-0+5+e—@+y+ess

where 9= (u, a, §, 0, 8, €, ga,y)' is an unknown parameter vector. This is equivalent
to imposing identification conditions on the parameters in (15.1) like
a;+ay=0, f; + 5, =0, and so on. Then, the design matrix X is obviously orthogonal
and the estimator

9=(X'X)"'X'y=16""Xy

is obtained at once. Each row of Xy represents the difference between the sums of y;
corresponding to level 1 and 2, respectively. The degrees of freedom for treatment
effects are 1x7=7, and therefore the degrees of freedom for the error are
16-7-1=8. If we employ the 2’ experiments, the degrees of freedom amount to
128 -1 =127 and should be too large for the necessary estimation problem. If we need
to estimate all the interaction effects, the required degrees of freedom are exactly

)+ Q) (7).

However, as stated first, the three- and higher-way interactions are usually small and
better to be neglected, at least at an early stage of experiments. This is called the spar-
sity principle.

In the design of Table 15.2 there are still some degrees of freedom for two-way
interaction effects. The contrast to extract the interaction effects is obtained by the
products of signs of parent factors in each experiment. The contrast for the interaction
(ap) is, for example, obtained as (1, 1,1,1,-1,-1,-1,-1,-1,-1,-1,-1, 1, 1, 1, 1) by
the product of the signs of columns A and B. This vector is orthogonal to every column
of X, and therefore the interaction (af) is estimable.

Alternatively, the contrast for interaction (f¢)is (1,-1,1,-1,-1,1,-1, 1, 1,-1, 1,
—-1,-1, 1, -1, 1) by the products of the signs of columns B and F, which coincides with
the column of D. Namely, the effects of D and B x F are confounded and cannot be
estimated separately. Therefore, the design given in Table 15.2 is inappropriate for
estimating interaction (f¢).

In the case of n=2%=16 there are 15 orthogonal vectors composed of * 1, which
are shown as columns of Table 15.3. This table is called an orthogonal array and
expressed as L16(215 ), where L is the initial of the Latin square. For two-level



Table 15.3 Orthogonal array Lig(2'°).

Column number

11 12 13 14 15 Data

10

o

1

Row number

59
8.2
5.7

4.7

5.0

33
3.7
59

4.9

4.5

10
11

4.6
10.7

12
13

44

8.5
2.1

14
15
16

1.0

Factor

x Q

x O

x O

X




DESIGN AND ANALYSIS OF EXPERIMENTS BY ORTHOGONAL ARRAYS 387

Table 15.4 Column number where the interaction of two specified columns appears.

Column 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

1 * 3 2 5 4 7 6 9 8 11 10 13 12 15 14
2 3 0« 1 6 7 4 5 10 11 8 9 14 15 12 13
3 2 1 = 7 6 5 4 11 10 9 8 15 14 13 12
4 5 6 7 = 1 2 3 12 13 14 15 8 9 10 11
5 4 7 6 1 = 3 2 13 12 15 14 9 8 11 10
6 7 4 5 2 3 x 1 14 15 12 13 10 11 8 9
7 6 5 4 3 2 1 =« 15 14 13 12 11 10 9 8
8 9 10 11 12 13 14 15 = 1 2 3 4 5 6 17
9 § 11 10 13 12 15 14 1 =« 3 2 5 4 7 6
10 11 8 9 14 15 12 13 2 3 =« 1 6 7 4 5
11 0 9 8 15 14 13 12 3 2 1 = 7 6 5 4
12 13 14 15 8 9 10 11 4 5 6 7 = 1 2 3
13 12 15 14 9 8 11 10 5 4 7 6 1 =+ 3 2
14 5 12 13 10 11 8 9 6 7 4 5 2 3 x 1
15 4 13 12 11 10 9 8 7 6 5 4 3 2 1 =«

experiments, the orthogonal arrays L8(27), L32(231), and L64(263) are employed very
often in the factories. There are also orthogonal arrays such as Lo(3%), L,,(3"%), and
Lg;(3*) for three-level experiments (Taguchi, 1962), which are omitted here.

The design of Table 15.2 allocates factors A ~ G to columns 1, 2, 4, 10, 12, 8, 15 of
Table 15.3. In choosing the allocation, it is necessary to take care that the expected
interaction effects are not confounded with the main effects. To see the pattern of con-
founding, Table 15.4 is useful. It suggests, for example, that the interaction between
column 2 (B) and 8 (F) appears at column 10, and thus the effects of B x F' are con-
founded with the main effect D.

In the aluminum experiment of Table 15.1, the experimenter wished to evaluate the
interaction Ax B, Bx C, Ax D, and F x G. In L;4(2") there are still eight degrees of
freedom left, after taking seven degrees of freedom for the main effects. Therefore, it
still seems possible to estimate the four 2 by 2 interaction effects of interest, each with
df 1. It seems very complicated to find such a design by trial and error referring to
Table 15.4. However, with the aid of an interaction diagram we can obtain such a
design very easily.

15.1.2 Planning experiments by interaction diagram

Example 15.1. Planning an experiment for seven factors of Table 15.1 with
interest in the two-way interactions A x B, BxC, A xD, and F xG. The required
degrees of freedom for the factors of interest are 1 x 7 for main effects and 1 x4 for
interaction effects, adding to 11. Therefore, the first choice of the orthogonal array will
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be L,4(2"%) with 15 degrees of freedom for factors. The required pattern of the inter-
action diagram is expressed in Fig. 15.1, whose meaning is self-explanatory. There are
six patterns of such diagram available for Lis(2"), as shown in Fig. 15.2
(Taguchi, 1962).

Then, the diagram of Fig. 15.1 can be obtained as part of diagram (2) of Fig. 15.2, as
shown in Fig. 15.3. This is nothing but the allocation of Table 15.3 and the rest of the
columns (5, 9, 13, 14) are used for estimating errors.

B C

D

Figure 15.1 The required interaction diagram.

2 6 4
5) (6)

1 4 5 7 6

10
3 1211511413
12
6 10
8
2 8 10 9 11

Figure 15.2 The interaction diagrams for L 1621).

G T F

15 8
14 9

E 3 n b
12e 10
3 5

B c

2 6 4

Figure 15.3 The required pattern taken on Fig. 15.2 (2).
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C

G
7 13 s 11

A D E F
2 10 8 4 5

Figure 15.4 The required pattern taken on Fig. 15.2 (3).

The interaction diagram Fig. 15.2 (3) can also be applied as shown in Fig. 15.4,
while Fig. 15.2 (6) is not useful for this problem.

Finally, in executing the experiments by the allocation of Table 15.3, all 16 experiments
are randomized. Further, the two levels of each factor are assigned randomly to + 1.

15.1.3 Analysis of experiments from an orthogonal array

The statistical model for the experiments of Table 15.3 is expressed as

¥ puta+p+0+5+ec+@+y+(af)+(80)+ (py) +(ad) +e

2 pt+a+p+0-5—c—p—y+(af)+(0)+ (@y)—(ad) + ey
y=| |= . . (15.2)

Yi6 u—a—f—0+5+e—p+y+(af)+(p0)—(py)—(ad) +eis

Then the standard analysis of a linear statistical model can be applied. In contrast,
some particular formulae for the two-level orthogonal array are also available. Obvi-
ously the sum of squares of each factor is obtained from the allocated columns as

S= (N i=_ i)’ /n,

where n is the number of experiments, and > ,y; and > _,y; are the sum of data cor-
responding to the sign 1 or —1 of the allocated column, respectively. The residual sum
of squares is obtained by subtracting the sum of squares of factors from the total sum
of squares S7. It is obtained also from the columns not assigned to the factors. Of
course, Sz coincides with the sum of squares of all n—1 columns.

Example 15.2. Analysis of experiments of Table 15.3 from Moriguti (1989).
The analysis of variance table is obtained as Table 15.5. The calculations of the sums
of squares for the factors are shown in the table. The total sum of squares is obtained as



Table 15.5

Analysis of variance table for the aluminum experiment.

Factor Column N DI -2 Square N df Unbiased variance F
A 1 424 40.7 1.7 2.89 0.18 1 0.18 0.16
B 2 49.2 33.9 15.3 234.09 14.63 1 14.63 13.3*
C 4 44.7 38.4 6.3 39.69 2.48 1 2.48 2.2
D 10 39.8 433 -3.5 12.25 0.77 1 0.77 0.7
E 12 425 40.6 1.9 3.61 0.23 1 0.23 0.2
F 8 36.3 46.8 -10.5 110.25 6.89 | 6.89 6.2
G 15 32.1 51.0 -18.9 357.21 22.33 1 22.33 20.2*
AXB 3 40.5 42.6 -2.1 4.41 0.28 1 0.28 0.25
BxC 6 36.2 46.9 -10.7 114.49 7.16 1 7.16 6.5
AXxD 11 42.5 40.6 1.9 3.61 0.23 1 0.23 0.2
FxG 7 51.9 31.2 20.7 428.49 26.78 1 26.78 243"
Total 81.96 11

Error 5913 14) S.=4.39 4 2=1.10

Total St =86.35 15
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Sr=3"yi-y*/n=517.95-83.1*/16=86.35,

with df 15, which is the sum of squares for all 15 columns. Then, the sum of squares
for the error is

S, =86.35-81.96=4.39
with df 15—11=4 and the unbiased variance of error is
6°=4.39/4=1.10.

The F-ratios are obtained by dividing the unbiased variance of factors by that of the
error. By Table 15.5, the factors B, G, and F x G are statistically significant. Then, the
proposed model is

Vi =+ P+ @+ 7+ (07 + eiju (15.3)

recovering the parent factor F. This is a model of a three-way layout with repetitions
and one two-way interaction F' x G. The factor B has no interaction with the other fac-
tors and can be analyzed separately. The effect of B is estimated by

Bi—B,=49.2/8-33.9/8=1.91

and its variance is estimated by

11 L,
—+-]8>=0.275.
(8+8)o 0.275

Then, the confidence interval with confidence coefficient 0.95 is obtained as

B1—Pr~1.91£0.275"24,(0.05/2) = 1.91 + 1.46,

and the suggested level will be B, since the shorter time is preferable.

Since an interaction is observed between factors I and G, we are interested in com-
paring four combinations (FG),, ~ (FG),,. The sum of squares for F and G is
obtained as the sum of squares of the columns 8, 15, and 7, amounting to 56.00.
The averages of those four combinations have already been given in Fig. 1.1. Itis seen
that the combination (FG),, shows a high response against the others. Actually, the
contribution of the contrast (-1, —1, —1, 1) is

_ 1 _ _ 2
{y,22—3 1()’»11 +Y.12 +y.21)}

=52.52
(1+372x3) x47!

and explains 94% of the total Spg =6.89 +22.33 +26.78 =56.00. This contrast is sig-
nificant almost at level 0.01 by Scheffé type multiple comparisons. Among the other
combinations, the first choice will be (FG),;.

It is interesting to estimate the expected mean for the suggested levels of B,, F, and
G. Itis obtained by a standard analysis of the linear model (15.3), but more simply it
is obtained as
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Py = {/4 +hr+ @y +y+(9r)y }

- (57) + [ e eri o i 154)

=33.9/8+13.5/4-83.1/16=2.42(s).

The meaning of calculation of (15.4) is self-explanatory. There are two formulae for
the variance of the estimator (15.4). Both formulae give the effective repetition num-
ber n, to obtain the variance of (15.4) in the form of ozlne.
Ina’s formula:
Total number of experiments

n,=
" Total number of degrees of freedom for factors including a general mean

16 16
“Tilsisicl 5 0%

Taguchi’s formula:
ne = {Sum of inverses of the number of repetitions of termsin (15.4)} "

11 1\" 2+4-1\"" 16
=| — _—_— = ——— = —= 2
<8+4 16) ( 16 ) 53

It should be noted that the negative sign in the estimating equation (15.4) corresponds
to the minus in the summation in Taguchi’s formula. Finally, the confidence interval
with confidence coefficient 0.95 for y,,; is obtained as

Yy ~2.42 2 /1.10/3.214(0.025)
=2.42%1.63

(15.5)

In Example 15.2 we reached a preferable result (15.5) for the selected factors
(BFG)y;1. However, it should be noted that experiments by orthogonal array are usu-
ally performed to screen out the abundant possible factors suggested by the workers
actively engaged in the production process, and to find a few promising factors to
improve the quality of the products. Therefore, the analytical result inevitably suffers
from a large selection bias. There is a simulation result of testing the large observed
sum of squares by the small observed sum of squares in the L,4(2'%) experiment with
no real factor, which suggests that the probability of declaring some columns signif-
icant at the level 0.05 amounts to 0.30. Therefore, a confirmatory experiment is cer-
tainly necessary for the selected factors, extending the number of levels of each factor.

Finally, there are various devices for an extended use of orthogonal arrays. They
can be used for a split-plot design, not just for completely randomized experiments.
There are methods to allocate the factors with three or four levels to a two-level
orthogonal array. In contrast, the factors with two levels can be allocated to a
three-level orthogonal array. For these extensions, refer to Taguchi (1962).
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15.2 Ordered Categorical Responses in a Highly
Fractional Experiment

The data of Table 15.6 reported by Taguchi and Wu (1980) are the result of an arc-
welding experiment to find the important factors that affect the workability of an
arc-welded section between two steel plates. Workability is the degree of difficulty
in welding the two steel plates together, which was judged in three levels: 1 (easy),
2 (normal), and 3 (difficult). It was a 2°~> experiment for nine factors (A ~ I) with four
interactions (Ax G, Ax H, Ax C, Gx H) of interest. Taguchi and Wu reported three
significant factors D, F, and G by the so-called accumulation analysis. However, the
experiment is so highly fractional, with many factors of interest, that the conclusion
should suffer from large selection bias. Further, the analysis is based on the collapsed
data for the respective factors, so that inevitably it suffers from Simpson’s paradox. It
is essentially difficult to give a proper analytical method for highly fractional catego-
rical data like this. Therefore, it might be inevitable to make some crude analysis first,
although this cannot certainly be a conclusion. One should refer also to Wu and
Hamada (1990), and comments regarding the analysis of this experiment. In this book
we take the approach of conditional analysis based on the cumulative efficient score
for the ordered categorical data, like in this example. However, such a conditional
analysis is not applicable to the original data, since it is so highly fractional.

Table 15.6 Design and workability data for arc-welding experiment.

Experiment# A B ¢c D E F G H 1 Workability

1 1 1 1 1 1 1 1 1 1 2
2 1 1 2 2 2 2 1 1 2 2
3 1 2 2 1 1 1 1 2 1 2
4 1 2 1 2 2 2 1 2 2 1
5 1 2 2 1 1 2 2 1 2 1
6 1 2 1 2 2 1 2 1 1 3
7 1 1 1 1 1 2 2 2 2 1
8 1 1 2 2 2 1 2 2 1 3
9 2 2 2 1 2 1 1 1 2 2
10 2 2 1 2 1 2 1 1 1 2
11 2 1 1 1 2 1 1 2 2 2
12 2 1 2 2 1 2 1 2 1 2
13 2 1 1 1 2 2 2 1 1 1
14 2 1 2 2 1 1 2 1 2 3
15 2 2 2 1 2 2 2 2 1 2
16 2 2 1 2 1 1 2 2 2 2
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Table 15.7 Summarized data with respect to factors D, F, and G.

Factor levels Workability
D F G 1 2 3 Total
1 1 1 0 4 0 4
2 2 1 1 3 0 4
1 2 2 3 1 0 4
2 1 2 0 1 3 4
Total 4 9 3 16

We therefore apply the method to the summarized data (Table 15.7) with respect to
factors D, F, and G. We assume a multinomial distribution and a log linear model for
the cell probability:

logpiju = pi + Sit + @+ Y + P

where the suffix i, j and k are for the factors D, F and G each with two levels, and
P 1=1,2, 3, is the parameter for the response category, with number of levels three.
It should be noted that it is only a 23-1 experiment, even for the summarized data, and
only half of the combinations are realized. Further, it contains so many zero cells,
making conditional analysis impossible for factors D and G. We therefore deal only
with the null hypothesis H,, : ¢; =0 of factor F.

To derive the sufficient statistics under H,, we drop the factors p;, 6;; and y;; when
(i-2)(k—2)(I-3) =0, while we leave four combinations of s as they are. Then, the
linearly independent sufficient statistics are obtained as

(V1110 Y2210 Y12205 Y2120 V1wl Y125Vl 15 Vo125 Yool s Vo2 - (15.6)

It should be noted here that y;..; is actually y;111 + Y1221, since this is a half exper-
iment. Then, starting from a table with all entries unity, we obtain the maximum like-
lihood estimate §,;, by the iterative scaling procedure to keep the sets of sufficient
statistics <y1114, V221-5 Y122-5 y212.) for,u,»jk, (yl..l, V1.2 ) foré;, (y-»ll, y--12) fOl‘}/kl, and
(y.-1,¥..2) for p;. The result is given in Table 15.8 (1).

The variance of the estimated cell frequencies is obtained in the same form as
(14.12), by expressing (15.6) as A™y with 2 a diagonal matrix of §;;,. For the calcu-
lation of (14.12), a detailed explanation is given in Section 14.2.2 (1) (a). The stan-
dardized residual of each cell is shown in Table 15.8 (2). There is only one linearly
independent residual, so that the degree of freedom for testing H,, is unity. The stan-
dardized residual of Table 15.8 (2) will suggest weak evidence of the effect of F.

As a worked example, we consider the data of Table 15.9, changing Table 15.7
slightly. The marginal tables and their cumulative chi-squared statistics are shown
in Table 15.10, suggesting some effects for F and D.
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Table 15.8 Summarized data with respect to the factors D, F, and G.

Factor levels Workability
D F G 2 3 Total
(1) Estimated cell frequencies

1 1 1 0.5529 3.4471 0 4.0000
2 2 1 0.4471 3.5529 0 4.0000
1 2 2 2.4471 1.5529 0 4.0000
2 1 2 0.5529 0.4471 3 4.0000

Total 4.0000 9.0000 3

(2) Standardized residuals

1 1 1 -1.723 1.723 0
2 2 1 1.723 -1.723 0
1 2 2 1.723 -1.723 0
2 1 2 -1.723 1.723 0
Table 15.9 Worked example.

Factor levels Workability
D F G 1 2 Total
1 1 1 1 2 1 4
2 2 1 1 3 0 4
1 2 2 3 1 0 4
2 1 2 0 1 3 4

Total 5 7 4 16

Table 15.10 The marginal tables for the worked example.

Marginal table 1

Marginal table 2

Marginal table 3

Workability Workability Workability
FactorD 1 2 3 Total Factor F 1 2 3 Total FactorG 1 2 3 Total
1 4 3 1 8 1 1 3 4 8 1 2 5 1 8
2 1 4 8 4 4 0 8 2 3 2 8
Total 5 7 4 16 Total 5 7 4 16 Total 5 7 4 16
7%=3.952 7?=7952 7?=1.624
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Table 15.11 Estimated cell frequencies under H,,,.

Factor levels Workability

D F G 1 2 3 Total

1 1 1 1.6020 2.1465 0.2515 4.0000

2 2 1 0.3980 2.8535 0.7485 4.0000

1 2 2 2.3980 0.8535 0.7485 4.0000

2 1 2 0.6020 1.1465 2.2515 4.0000
Total 5.0000 7.0000 4.0000 16.0000

Now, the worked example is only slightly different from the welding experiment,

but there are still two, one, and one degrees of freedom for the conditional analyses of
factors F, D, and G, respectively.

To test the null hypothesis of the factor F, the conditional MLEs of the cell frequen-

cies are calculated as in Table 15.11. From these fitted values we can calculate the

conditional expectation of the sufficient statistics s = (y.1.1, y.1.2) for@ = (@, ¢1,) as

) 1.6020 + 0.6020 2.2040

s)= = .
2.1465+1.1465 3.2930

The variance—covariance matrix is similarly obtained via (14.12) again as

0.55148 -0.39300
-0.39300 0.681956 |

The variance—covariance matrix of the accumulated statistics is easily obtained as

10 11] [0.55148 0.15848
V= ]V(s)l ]:[ ] (15.7)

11 01 0.15848 0.44744

Then we obtain the cumulative chi-squared

(1-2.2040)>  {1+3-(2.2040+3.2930)}>

055148 04474 =7.637".

%% (conditional) =

The correlation matrix of the components of * 2 is easily obtained from (15.7) as

, 1 0.3190
c'cr = .
03190 1
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Then the constants for the chi-squared approximation are obtained from
df =t (C7'C*) =2, 2d%f =2t (C*'C*)’ = 4.4070

as d=1.1018and f=1.8152. The upper 0.05 point is calculated as 1.1018 x
5.628 = 6.20. Therefore, the crude analysis of the marginal table 2 of Table 15.10 will
be supported.

The conditional standardized residuals under the null hypothesis of factor D, con-
ditional on the factors F and G, are all +1.249 excluding zero residuals. Hence, a
somewhat large y* ? value in the marginal table 1 of Table 15.10 should better be con-
sidered as spurious. Similarly, the conditional standardized residuals under the null
hypothesis of factor G, conditional on the factors D and F, are +0.2334, suggesting
that the effects of factor G are negligible (see Hirotsu, 1990 for details).

15.3 Optimality of an Orthogonal Array

We generalize the optimality of the weighing experiment with balance in Section 1.1.
Now the problem is to estimate the weight of p materials p = (,ul... , ,u,,)l by n mea-
surements with a balance. In an experiment we can put each material on the left or
right plate, or there is a choice not to weigh the material in the experiment. This is
formulated mathematically by considering a variable x; which takes 1, -1, or 0
according to whether the jth material is weighed on the left or right plate, or not
weighed at the ith experiment. Then, introducing an nxp design matrix X = [x;],
the statistical model is expressed in linear form as

y=Xu+e, (15.8)
where the error e is assumed to be uncorrelated and of equal variance, namely
V(e)=0o"
The problem is to select an optimal design X of weighing. There are several defini-

tions of optimality. First, the rank of X must be p for the unbiased estimator of p for all

components to be available. Then, g = (X'X )_ly is an unbiased estimator of g with
variance

V(p)=M""'c?

where M = X'X is Fisher’s information matrix. If there are two designs X and X, and
supposing X X;—X,X, to be semi-positive definite, then the design X; is strongly
recommended since for any parameter Iu, the variance of the estimator I’ by X;
is always less than or equal to that by X,. However, it is rarely the case that such
an optimal design X exists. Therefore, usually the following four criteria are used,
where 4;,j=1, ..., p are the eigenvalues of M.
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1. D-optimum. Maximize the determinant |M|=TI4;. It is equivalent to minimiz-
ing the generalized variance |V (j)|. D is the initial of determinant.

2. A-optimum. Minimize tr (M~")=3A7". It is equivalent to minimizing the
average of the variance of j;. A is the initial of average.

3. E-optimum. Maximize the minimum of 4;,j=1,..., p. It is equivalent to mini-
mizing the maximum variance of the standardized linear combination I'fi,
I'l=1. E is the initial of eigenvalue.

4. Mini-max criterion. Minimize the maximum diagonal element of M~!. It is
equivalent to minimizing the maximum variance of /)j, j=1,...,p.

An orthogonal array of the two levels satisfies all criteria (1) ~ (4) simultaneously.
We start by stating Hotelling’s theory.

Theorem 15.1. Hotelling’s theorem (1944)

(1) By n weighings of p materials with a balance, V(i) 26 /n, j=1,..., p. That is,
the variance cannot be made smaller than ¢°/n for each material.

(2) The necessary and sufficient condition for V(ﬂj) =02 /n for some j is xj=1lor-1
for all i and ) x;x; =0 forallj (#).

Proof. Without any loss of generality, we can discuss ji; assuming j= 1. Let the first
column of X (15.8) be x; and the rest of the columns X5, so that X =[x X;]. Then, by
simple algebra we have

B -1
V() = {¥n ¥ X (%) X b o, (15.9)

where an obvious modification is necessary in the case of rank (X) <p. Now in (15.9)
it is obvious that
x\x1<n,
-1
x\ X, (X5X;) " Xox; 20.

This immediately proves the first part of Theorem 15.1. Then V(i) is minimized
when

x\x;=n (15.10)
and

XX, (X5X,) " Xx, =0, (15.11)
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Equation (15.10) holds if and only if x;; =1 or—1 and not O for all i; that means for
material j to be weighed every time, either on the left or right plate.
Equation (15.11) holds if and only if material 1 is weighed the same number of times
on the same or opposite plates to other materials y;, j=2, ..., p. This is an orthogo-
nality relationship between two columns of X, and implies the latter part of the nec-
essary and sufficient condition of Theorem 15.1.

In the case of n=4n' the design matrix X composed of any p columns of a
Hadamard matrix gives X'X =nl, and satisfies the necessary and sufficient condition
of Theorem 15.1 for each column. Therefore, it satisfies optimality criteria (2) and (4).
Further, in the weighing problem we have obviously

Y A=tr (X'X) <pn.
Therefore we have

;< (3 4/p)’ <nf. (15.12)

However, the design matrix from a Hadamard matrix satisfies the equality of equa-
tion (15.12) showing D-optimality. Then it is also E-optimal since it satisfies the
equality of equation (15.13),

min; <3°4;/p<n. (15.13)

Definition 15.1. Hadamard matrix. 1. A square matrix composed of + 1, each row
of which is orthogonal to other rows. A Hadamard matrix of order n satis-
fies H'H =nl,.
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Appendix

Table A Upper percentiles 7,(a, f) of max acc. 1.

a=0.01

f 3 4 5 6 7 8
5 3.900 4.203 4.39 4.56 4.70 4.78
10 3.115 3.309 3.44 3.54 3.62 3.68
15 2.908 3.075 3.19 3.27 3.34 3.39
20 2.813 2.968 3.07 3.15 3.21 3.26
25 2.758 2.907 3.01 3.08 3.14 3.19
30 2.723 2.867 2.97 3.04 3.09 3.14
40 2.680 2.819 291 2.98 3.04 3.08
60 2.638 2.772 2.86 2.93 2.98 3.02
120 2.598 2.726 2.81 2.88 2.92 2.96
00 2.558 2.682 2.764 2.824 2.871 2.909

(continued overleaf)
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Table A (Continued)

APPENDIX

a=0.05

f 3 4 5 6 7 8
5 2.441 2.676 2.84 2.95 3.05 3.12
10 2.151 2.333 2.46 2.54 2.62 2.67
15 2.067 2.235 2.35 2.43 2.49 2.54
20 2.027 2.188 2.30 2.37 2.43 2.48
25 2.004 2.161 2.26 2.34 2.40 2.45
30 1.989 2.143 2.24 2.32 2.38 2.43
40 1.970 2.121 2.22 2.29 2.35 2.40
60 1.952 2.100 2.20 2.27 2.32 2.37
120 1.934 2.079 2.18 2.24 2.30 2.34
00 1.916 2.058 2.151 2.219 2.271 2.314
a=0.10

f 3 4 5 6 7 8
5 1.873 2.089 2.23 2.34 2.43 2.49
10 1.713 1.894 2.02 2.10 2.17 2.23
15 1.666 1.836 1.95 2.03 2.10 2.15
20 1.643 1.808 1.92 2.00 2.06 2.11
25 1.629 1.792 1.90 1.98 2.04 2.09
30 1.620 1.781 1.89 1.96 2.02 2.07
40 1.609 1.768 1.87 1.95 2.01 2.05
60 1.598 1.755 1.86 1.93 1.99 2.04
120 1.588 1.742 1.84 1.92 1.97 2.02
00 1.577 1.730 1.829 1.901 1.956 2.001




Table B Upper percentiles of max acc. y2(P}').
a=0.01

b 2 4 6 8

a 3 4 5 3 4 5 3 4 5 3 4 5

2 17.74 15.96 14.97 21.12 20.10 19.51 2431 23.63 2322 2751 27.01 26.71
3 11.47 11.46 11.46 16.33 16.48 16.58 20.12 2038 20.56 23.60 2394 24.18
m 4 10.04 10.33 10.53 15.03 15.44 15.72 1890 1940 19.75 2241 2299 23.38
5 9.405 9.822  10.10 14.42 14.95 15.31 18.32 1893 1935 21.84 2253 2299
1 8.468 9.044 9435 1348 14.17 14.64 17.39  18.19 1875 2094 21.82 22.14
0 7.808 8.480 8.944 12,77 13.58 14.14 16.69 1759 1821 2021 21.19 21.86

(=]

a=0.05

b 2 4 6 8

a 3 4 5 3 4 5 3 4 5 3 4 5

2 8.195 8.256 8.287 12.83 13.00 13.10 16.34 16.62 1679 19.55 1991 20.14
3 6.262  6.695 6.971 10.86 11.39 11.74 1441 15.04 1545 17.63 1834 18.80
m 4 5.753 6.261 6.595 10.27 10.91 11.32 13.81 1454 15.02 17.02 17.83 18.37
5 5.520  6.058 6.416 9.995 10.67 11.12 1352 1430 1481 16.73 17.58 18.16
1 5.159 5.739 6.134 9550 10.29 10.79 13.05 1390 1448 1624 17.18 17.75
) 4.894 5500 5919 9.210 9.994 10.53 12.69 1358 1420 15.86 16.85 17.52

(=]

(continued overleaf)



Table B (Continued)

a=0.10
b 2 4 6 8
a 3 4 5 3 4 5 3 4 5 3 4 5
2 5440 5806  6.002 9.841 10.29 10.56 13.21  13.75 14.09 1628 1690 17.30
3 4440 4934  5.255 8.654  9.288 9.702 1198 1272 1320 15.03 1585 16.39
m 4 4.161 4.685 5.034 8.292 8.976 9.429 11.60 1239 1292 14.62 1551 16.09
5 4.031 4566  4.927 8.117 8.824 9296 1141 1223 12777 1442 1534 1594
10 3826  4.378 4.756 7.835 8.575 9.076 11.09 1196 1254 14.09 15.05 15.67
) 3.672  4.235 4.625 7.615 8.382 8904 10.85 11.75 1235 13.83 14.83 15.50




Table C  Upper percentiles of the largest eigenvalue of Wishart matrix.

Upper column for a=0.05 and lower column for a=0.01

W{ I ina-1, p-1). max(a—1,b-1)}

a—1 1 2 3 4 5 6 7 8 9 10 15 20
2 5.99 8.59 10.74 12.68 14.49 16.21 17.88 19.49 21.06 22.61 29.97 36.94
9.21 12.16 14.57 16.73 18.73 20.64 22.47 24.23 25.95 27.63 35.60 43.08
3 7.82 10.74 13.11 15.24 17.21 19.09 20.88 22.62 24.31 25.96 33.80 41.18
11.35 14.57 17.18 19.50 21.65 23.69 25.64 27.52 29.34 31.12 39.51 47.38
4 9.45 12.68 15.24 17.52 19.63 21.62 23.53 25.37 27.15 28.90 37.13 44.84
13.28 16.73 19.50 21.96 24.24 26.38 28.43 30.41 3232 34.18 42.95 51.10
5 11.07 14.49 17.21 19.63 21.86 23.95 25.96 27.88 29.75 31.58 40.14 48.14
15.09 18.73 21.65 24.24 26.62 28.86 31.00 33.05 35.04 36.98 46.05 54.48
6 12.59 16.21 19.09 21.62 23.95 26.14 28.23 30.24 32.18 34.07 42.96 51.22
16.81 20.64 23.69 26.38 28.86 31.19 33.40 3553 37.59 39.59 48.96 57.64
7 14.07 17.88 20.88 23.53 25.96 28.23 30.40 32.48 34.50 36.45 45.62 54.10
18.48 22.47 25.64 28.43 31.00 33.40 35.69 37.89 40.01 42.07 51.71 60.60
8 15.51 19.49 22.62 25.37 27.88 30.24 32.48 34.63 36.70 38.72 48.15 56.86
20.09 24.23 27.52 30.40 33.05 3553 37.89 40.15 42.33 44.45 54.33 63.42
10 18.31 22.61 25.96 28.90 31.58 34.07 36.45 38.72 40.91 43.04 52.94 62.04
23.21 27.63 31.12 34.18 36.98 39.59 42.07 44.45 46.74 48.95 59.28 68.76




Index

acceptance region, 56, 94, 131
accumulation analysis by Taguchi,
170, 393

Behrens—Fisher problem, 79

Bernoulli sequence, 34, 38

best linear unbiased predictor (BLUP),
326, 332, 333

Bonferroni’s inequality, 125, 126, 233

categorical data (response), 7, 8, 31
one-way, 347, 375
ordered, 118, 217, 218, 275, 292,
358, 393
three-way, 348
two-way, 273, 347, 361
cause-and- effect diagram, 4
change-point contrast, 130, 147, 153
slope, 153
step, 258, 259, 282, 284, 291, 292
change-point model
inflection, 130, 187
slope, 130, 151-154, 156, 172, 173,
196-199
step, 129, 130, 135, 142, 167, 185,
193, 195-197, 218
chi-squared approximation, 150, 170,

182, 188, 275, 282-284, 290, 355,

359, 361, 397
conditional
analysis, 393, 396

covariance, 367

distribution, 34-36, 38, 48, 49, 50,
137, 140

expectation, 37, 38, 50, 276, 367

independence, 348

variance, 50, 276, 364, 366

confidence

coefficient, 57, 73, 93, 94

interval, 56, 57,76, 83, 102, 103, 108,
109, 118

region, 71, 73, 75, 76, 93, 94, 108

simultaneous interval, 124

unbiased interval, 58

cumulative chi-squared statistic

¥ 2,90, 129, 150, 152, 170, 171, 181,
185, 218, 221, 224, 282, 288, 289,
360, 361, 369, 394, 396

772,291, 359, 360, 368

2772 358, 364

x'2 158, 182, 184, 185

72, 158, 161, 188

two-way, 259

degrees of freedom (df), 14, 30, 141,
228-230, 249, 263, 385, 387
design matrix, 18, 20, 323, 385, 397
distribution
binomial, 98, 101, 103, 133, 165-167,
172, 173, 175, 183, 185, 189, 194,
195, 212, 213, 216, 287
bivariate chi-squared, 259, 288, 294
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distribution (cont’d)
Cauchy, 14, 17
chi-squared (32-), 30, 61, 63, 67, 119,
171, 222, 275, 302, 319, 352, 355
conditional, 34-36, 38, 49, 50,
137, 140, 168, 173, 174, 194, 195,
231, 353
exponential, 228
F-, 57, 82, 151, 256, 303, 319
hyper geometric, 168, 169
logistic, 31, 87
lognormal, 17, 79
long-tailed, 87
multinomial, 65, 67, 165, 275, 347,
376, 394
multivariate hyper geometric, 88, 119,
215, 216, 218, 275, 276, 279, 354
multivariate normal, 30, 58, 130, 133,
137, 301
non-central chi-squared, 30, 288
non-central F-, 61, 319
normal, 1, 2, 13, 39, 43, 49, 53, 58,
201, 256, 300
Poisson, 133, 172, 173, 193, 347
standard normal, 48
Student’s t-, 24, 48
uniform, 36
t-, 14,48, 49, 72, 77, 78, 84,
87, 303
Wishart, 280, 281
downturn, 171, 198

effect(s)
additive, 2, 7
fixed, 6, 299, 332
interaction, 2, 3, 7,239, 376, 383, 385,
387, 391
linear mixed, 322
main, 7, 239, 300, 306, 309, 314, 376,
383, 385, 387
mixed, 323, 331, 332
random, 6, 299
effective repetition number
BIBD, 209
orthogonal array, 392
efficiency of BIBD, 208

efficient score, 62—-66, 103, 104, 129,
133, 136-137, 142, 156, 173, 195,
196, 199, 324, 353, 360, 393
equivalence
at least, 95, 104, 106, 107
bio-, 74, 107, 110
test, 74, 92
theorem, 138
error space, 21-23, 31
estimable function(s), 19, 24, 27, 29,
31, 58
estimation space, 22, 23, 31, 60
estimator
best linear unbiased (BLUE), 2, 11, 12,
17, 19, 20, 22-27, 29, 30, 269
efficiency of, 16, 17, 32
least squares (LS), 20, 29, 32, 57-59,
76, 252
maximum likelihood (MLE) (see
maximum likelihood)
minimum variance (best) unbiased, 1,
12-14, 16, 23, 24, 37, 39, 78, 79,
301, 307, 309
experiment(s)
confirmatory, 10, 392
explanatory, 10
exploratory, 10
follow-up, 10
one-factor-at-a-time, 2, 3
simultaneous, 2, 3
stages of, 10
exponential family, 39, 129, 133, 172

factor

block, 5, 81, 201

controllable, 5, 245

covariate, 5

indicative, 5, 245

noise, 5

response, 5

variation, 5, 299, 333
false positive, 121, 122
F-approximation, 151, 161
Fisher’s

amount of information, 15, 16, 33

information matrix, 34, 65, 397



three principles of experiments, 6
F-statistic, 59, 118, 123, 242, 261,
263, 268

Gauss Markov’s
model, 20
theorem, 20, 24, 28
generalized inverse of a matrix, 21, 28
general mean, 3, 135,202, 239, 299, 303,
305, 306, 314, 322, 326, 392
goodness-of-fit
chi-square(s), 67, 68, 90, 166, 227,
230, 231, 233, 273, 275, 276, 282,
288, 290, 291, 352, 356, 357, 362
test, 65, 152, 161, 171, 181, 183, 184,
188, 213,214

Hadamard matrix, 2, 399
heredity principle, 349
Hotelling’s Ta—statistic, 319
hypothesis
alternative, 41, 44, 60, 61, 92
composite, 45, 48, 64, 66, 101
convexity (concavity), 130, 132, 157,
160, 171, 185, 186, 195, 197
handicapped, 93, 99
homogeneity, 113, 119, 165, 341
independence, 166, 273, 275, 287,
348, 356, 357
inflection point, 158
left one-sided, 48, 50, 53
linear, 58, 61
monotone, 92, 128, 129, 134-136,
156, 160, 167, 185, 193, 258
null, 41, 48, 53, 213
null for interaction, 239, 240, 245,
257, 316, 317, 362
one-sided, 45
order restricted, 129
restricted alternative, 133, 134
right one-sided, composite,
47-50, 53
sigmoid(icity), 130, 159-161, 187
simple, 45, 62
two-sided, 45, 47, 49, 50, 53, 76
two-way ordered alternative Ty, 256

INDEX 409
two-way ordered alternative 75,

256, 259
two-way ordered alternative T3, 257

ICH E9, 95, 97, 106, 110
identification condition, 239, 240, 266,
269, 349, 375, 385
incidence matrix, 200
incomplete block design, 6
interaction
controllable vs. controllable,
indicative and variation, 8
diagram, 387-389
effects, 2, 3, 7, 101, 238, 348
element generalized, 248
element pair-wise, 247
element two sub-groups, 247
generalized, 7
linear by linear, 256
plot(s), 329, 331, 336, 337
pseudo, 8
removal by transformation, 256
three-way, 350, 370, 375
treatment and block, 201, 212
treatment and response, 7
two-way, 354
interval estimation, 56, 57
intra-block analysis, 211
isotonic regression, 128, 129
iterative scaling procedure, 350-352,
364, 378, 394

law of large numbers, 11, 33

least squares method, 11, 19, 31, 264

likelihood function, 31, 62, 133, 324,
349, 352, 362, 375

linear estimable function see estimable
function

linear trend, 92, 142, 147, 149, 161, 167

link function, 31

maximum likelihood
equation, 32
estimator (MLE), 31, 32, 62-67, 101,
133, 230, 349, 352, 355-357, 372,
378, 381, 394, 396
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maximum likelihood (cont’d)
method, 31
residual (REML), 324
restricted, 129, 380
mean squared error (MSE), 12, 37
model
additive, 7, 9, 17, 238, 253
block interaction, 248254,
256, 290
generalized linear, 11, 31
hierarchical, 322, 326
linear, 11, 17-20, 22, 31, 58, 75, 385,
389, 391
linear mixed effects, 322
logit linear 1, 31, 183, 377
log linear, 7, 31, 101, 348, 354, 364,
373, 375, 394
multiplicative, 9, 378
multivariate normal, 336
non-linear, 255
one-way ANOVA, 19, 64,
121, 123
one-way layout, 25, 61, 64, 75, 114,
129, 143, 145, 165
one-way random effects, 299, 300,
302, 322, 324
saturated, 349, 352, 357
three-way layout, 391
Tukey’s 1 df non-additivity, 255
two-stage, 322, 331, 332
two-way ANOVA, 237, 238, 284
two-way layout, 255
two-way mixed effects, 314
two-way random effects, 306,
309, 312
modified log likelihood, 324
multiple comparisons
closed test procedure, 122, 125, 128,
143, 144, 147
column-wise, 245, 262, 273, 321
Dunnett(’s) method, 124, 147,
217, 220
row-wise, 238, 244, 245, 254, 255,
258, 262, 273-276, 283, 289,
321, 333
Scheffé(’s) method, 123, 124, 217,
220, 274, 275, 335

Tukey(’s) method, 122-124, 217, 219
multiple decision processes, 71, 75,
92, 99

natural parameter, 134, 167
Neyman—Pearson’s fundamental
lemma, 42
non-centrality parameter, 48, 49, 61, 62,
114, 157, 186, 242, 261, 319
non-inferiority, 95, 98, 104
margin, 93, 96, 97, 99, 104, 105, 110
strong, 95, 104
test, 74, 92, 93, 95, 96, 98, 100,
103-105, 109, 110
weak, 95, 96, 103, 110
normal approximation, 284
normal equation, 20, 22, 24, 25, 29, 32,
59, 206
nuisance parameter, 48, 53, 103, 197,
202, 249, 250

optimal design
A-, 398
D-, 398, 399
E-, 398, 399
mini-max criterion, 398
ordered statistic(s), 36
orthogonal array, 383, 385-387, 392

paired sample, 79, 204

power function, 46, 49, 55, 130

profile log likelihood, 324

p-value, 45, 49, 77, 78, 80, 84, 90, 101,
124, 127, 140, 141, 147, 169, 174,
178, 180, 181, 185, 190, 195, 213,
214, 268, 287, 342, 367, 369, 379

recovery of inter-block information, 6,
211, 314
rejection region, 42-48, 54, 56,
62-64, 82, 303, 308, 310,
311, 320
risk
consumer’s, 96-98, 100, 104, 107,
108, 110
producer’s, 96, 108, 110
of test, 43



sample space, 72, 175, 189
Schwarz’s inequality, 15, 123
signal-to-noise (SN) ratio, 303,
304, 326
significance level, 42, 43, 45, 48, 56, 63,
68,71, 72
Simpson’s paradox, 89, 101, 349, 378,
379, 393
skewness correction, 101, 104
sparsity principle, 385
standard form
BIBD, 207
complete randomized blocks, 202
for interaction, 238
linear model, 21
one-way layout, 27
one-way random effects model, 300
two-way layout, 241
two-way mixed effects model, 316
two-way random effects model, 307
stratified analysis, 102, 121
sufficient statistic(s), 11, 34-39, 132,
168, 173, 194, 275, 347, 350,
352, 354
complete, 39, 301, 307
minimal, 39, 312
sum of squares
based on cell means, 260, 261
BIBD, 207, 209
complete randomized blocks, 202
for interaction, 252, 254, 257
one-way layout, 114
one-way random effects model,
301, 304
orthogonal array, 389-392
residual, 23, 60-62, 114, 267,
268, 389
total, 241, 269, 389
two-way layout, 241-244

Taguchi method, 5

test
Abelson-Tukey, 147, 156, 157
Bartlett(’s), 114, 117
Birch(’s), 355, 362, 378
Breslow-Day, 378
77,273
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Cochran(’s), homogeneity, 114,
117, 215

conditional, 349, 350

convexity (concavity), 178, 181, 184,
185, 197

directional, 166

efficient score, 62—66, 129, 137, 156

equivalence, 74, 92

F-,7,58,60-62,65,76, 113, 128, 208,
237, 245, 256, 276

Friedman’s, 219, 224

function, 42, 43, 114, 130

handicapped, 104

Hartley(’s), 114, 117

homogeneity, 62, 166, 215, 208, 218,
226, 308

independence, 356, 357

Kruskal-Wallis, 119

left one-sided, 47, 71, 79

likelihood ratio, 6264, 67, 101, 114,
166, 213, 227, 230, 355-357,
362, 378

linear score, 92, 118, 119, 219, 222

Mantel-Haenszel, 378

max acc. ;(2, 259, 287, 290, 294, 295

max acc. t1, 90, 92, 129, 135-137,
141-150, 154, 160, 167, 169, 185,
186, 193-195, 199, 287, 294,
381, 382

max acc. 12, 156159, 173, 183, 185,
186, 197-199

max acc. 3, 160, 161, 187, 188, 190

max max y, y°, 259, 294, 296

max one-to-others )(2, 369, 372, 373

McNemar’s, 213

modified likelihood ratio, 336

modified Wiiliams, 147, 148

most powerful similar, 42-45, 48

most stringent, 62

non-inferiority, 74, 92, 93, 95, 96, 98,
100, 103-105, 109, 110

non-parametric, 49, 84, 85, 92, 118,
184, 201

one-sided, 45, 72, 92, 95, 110

paired t-, 75, 81

permutation, 36, 49, 51, 53,77, 84, 85,
87, 118
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test (cont’d)

power of, 42

rank sum, 86

right one-sided, 47, 55, 71, 82, 83

signed rank sum, 49, 51, 53

similar, 48, 173, 350

size of, 43, 264, 265

Smirnov—Grubbs, 77

Student’s t-, 48

superiority, 74, 92, 103-105,
109, 110

t-, 48-51, 58, 61, 76, 79, 80, 85,
92, 121

two-sided, 47, 50, 55, 71, 72, 81-83,
92, 93, 95, 110, 171

two-way max acc. t1, 372

u-, 50

unbiased, 45, 48, 58

unconditional, 349, 352, 356

uniformly most powerful unbiased,
44, 45, 48, 53-55, 57, 58, 76

Wilcoxon—Mann—Whitney rank
sum, 87

Wilcoxon (rank), 89, 92, 121,
292, 295

Williams, 147, 148

theorem
central limit, 17, 33
Cramér-Rao’s, 14, 17, 24, 32, 39
factorization, 35
Gauss—Markov’s, 20, 24, 28
Holm’s, 127
Hotelling’s, 398
Marcus-Peritz-Gabriel, 128
Rao-Blackwell, 37, 39
Rao’s, 13
three-way contingency table, 354
three-way deadlock, 229, 231, 232
t-statistic, 48, 59, 76, 80, 124
two-way contingency table, 67, 166,
275, 282

unbalanced data, 260, 264

unbalanced two-way data, 309

unbiased variance, 23, 24, 48, 59, 65, 72,
76,77, 83, 114, 125, 150, 203, 208,
209, 242, 249, 257, 266, 390, 391

unlike pair, 212, 213, 215

weighted least squares (WLS), 325
Wishart matrix, 249, 258, 275, 280, 283,
335, 336, 341, 385
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