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ABSTRACT

Every time one counts the number of occurrences of a pair of values for two cat-
egorical variables, one obtains a contingency table. These tables are one of the
simplest representations of data in order to statistically test for the presence of
some association between the two variables under consideration. Although natur-
ally occurring in so many scientific disciplines, there is still a lot of debate on the
appropriate way to perform tests of significance on these contingency tables.

Especially when one wants to use exact methods, i.e., methods that are based
on the exact probabilities of observing the table of interest, there is great disagree-
ment on which marginal totals one should treat as fixed for inference. This has led
to the development of the conditional tests, most famously Fisher’s exact test, and
unconditional tests, of which Barnard’s CSM test was the first example. Mostly
due to philosophical objections and computational challenges, the unconditional
test has received far less attention over the years. This is especially true for con-
tingency tables with more than 2 rows or columns. To our knowledge, there are
no implementations available of exact unconditional tests for these larger tables.

The aim of this text is two-fold. First, we give a historical account on the
rivalry between conditional and unconditional test, and argue that there is a case
to be made to research exact unconditional methods in greater depth. Second, we
will present implementations of exact unconditional tests that are applicable to
general 7 X ¢ contingency tables. Some of these implementations are generalisations
of existing methods for the 2 x 2 table, such as Barnard’s CSM test, with some
additions in order to increase the computational efficiency. In addition, we also
introduce a new approach that translates the classical Neyman—Pearson procedure
of constructing a critical region for a given significance level « into a a mixed
integer linear programming problem. The latter can be solved efficiently with one
of many existing optimisation software packages.

This will eventually lead to a power study comparing 14 different tests, of
which 12 unconditional ones, for different table dimensions and marginal totals.
Although no test comes out as most powerful in every situation, the tests using
a linear programming formulation have comparable, and often higher power than
the classical unconditional approaches. This comes at a cost however, the critical
regions produced via this optimisation approach are not guaranteed to be nested,
i.e., they are not necessarily contained in each other for increasing values of a.. This
limits their use and interpretability. Further research should point out whether
additional requirements can be formulated that would make the critical regions
nested, while still keeping the advantages of the linear programming formulation.
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You are about to start your reading of my Master thesis, written in order to obtain
the degree of Master of Science in Applied Mathematics from the Delft University
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the possibility to work on interesting and challenging mathematical statistics. On
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much.
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Finally, from the bottom of my heart, I thank my parents and brother Casper for
their support during these months abroad, but also during all the years before
that, long before I knew I would be where I am today.

Enjoy the reading!
Kos deg med lesingen!

Pim Keer
Trondheim, 1°¢ of June 2023

il



CONTENTS

[_Abstract] i
[ Prefacel ii
L___Contents| vi
[ List of Figures| vi
L__List of Tables| viii
1__Introduction| 1
ests on 2 X ontingenc ables

2 T 2 x 2 Contingency Tables| 5
[2.1 The Classical Neyman—Pearson Approachl . . . .. .. ... .. .. )
[2.2  The Exact Conditional Approach: Fisher’s Exact Test|. . . . . . . . 9
[2.3  Intermezzo: Contingency Tables as Outcomes from Urn Experiments| 12
2.3.1 The Independence Trial] . . . ... ... ... ... ..... 12

[2.3.2  The Double Dichotomy{. . . . . . . ... ... .. ... ... 12

[2.3.3  The Comparative Triall . . . . .. ... ... ... ... ... 13

[2.4  'The Exact Unconditional Approach: Barnard’s CSM Test| . . . . . . 14
[2.4.1 Constructing the orderingl . . . . . . .. ... ... ..... 15

242 The Cand® conditions| . . . ... ... ... ... ..... 17

[2.5 Alternatives to the CSM Ordering. . . . . . .. ... ... ... .. 20
[2.5.1 The Yy~ test statistic| . . . . . .. .. ... ... ... .... 20

[2.5.2  Using the mean value of P(;0) . . . . ... ... ... ... 22

2.5.3 Boschloo’s test] . . .. ... ... ... ... .. .. ... . 23

5 H Got Rod of The N P ! o7
[3.1 Barnard and Fisher’s initial correspondence| . . . . . . . . . . . .. 27
[3.2 Ancillarity| . . . . . ... 29
[3.3 Berkson’s dispraise] . . . . ... o000 32
[3.4  The Conditionality Principle| . . . . . . . ... ... ... ... ... 34
3.5 Reactions to Berkson’s workl . . . . . ... ... ... 0. 37
[3.6 The debate after Yates” paper| . . . . . . . . . . ... ... ... .. 39
B.7 The current state of the debate and how this thesis fits nl. . . . . . 42

v



CONTENTS CONTENTS

[4 Larger Tables| 47
4.1 Extending the asymptotic and conditional tests| . . . . . . . . . .. 49
1.2 Generalising Barnard’s (CS)M test| . . . ... ... ... ... ... 50

421 Thed Conditionl . . . ... ... ... .. ... ... 51
422 The Cconditionl. . . . .. . ... ... ... 52
4.2.3  The use of external test statisties . . . . ... ... ... .. 53
[4.2.4 A small recap on the different symmetry conditions| . . . . . 56
4.3 Exact unconditional tests for r x ctables . . . . . . ... ... ... 57
[4.3.1 Approach 1: Maximisation over the full simplex| . . . . . .. o7
[4.3.2  Approach 2: A Packing Problem|. . . . . . .. ... ... .. 61
[4.3.2.1 A tew other packing problems| . . . . . . . . .. .. 64
[4.3.2.2 A binary search|. . . . . .. ... ... ... ... 66
[4.3.2.3  Extending the binary search| . . . . . . . .. .. .. 69
[4.3.2.4  Validity of the p-valuel . . . . . .. .. .. ... .. 70

[4.3.3  Another problem: Reduction to r X 2 tables| . . . . . .. .. 71

[6_Results| 73
b1 GridSizel. . . .. .o 74
(5.2  Cutting down on the number of LP tests| . . . . . .. ... ... .. 80

[5.2.1  The “maximin” test based on (4.22) . . . . . ... ... ... 81
[5.2.2  The maximal area test based on (4.23)] . . . . ... ... .. 83
5.3 Speedl . ... e e e 85
[>.3.1  Preliminary computations for unconditional tests| . . . . . . 85
[5.3.2  The eftect of the grid size on the computation time| . . . . . 88
[5.3.3  Speed comparison for different table and group sizes|. . . . . 89
[>.4 Size and power| . . . . ... 92
(.41 2x2¢tables . . . ... .. ... 93
.42 3 x2tables| . . .. .. ... 97
[p.4.3 2x3,3x3,and2x4tables . ... .. ... ... ... .. 98
[>.4.4  Main takeaways from the power study| . . . . . .. ... .. 99
[>.5 Long-term power| . . . . . . .. ... ... 101
[>.6  The choice of a mathematics programme among male and female |

| studentsl . . . . . 103

6__Discussion| 109

[7__Conclusions| 113

L__References| 115

[ Appendices:| 123

(A Low-Discrepancy Sequences| 124
[A.1 Quasi-Monte Carlo integration|. . . . . . . . ... ... ... ... 125
[A.2  Examples of low-discrepancy sequences| . . . . . . . . ... ... .. 126
[A.3 Quasi Monte Carlo optimisationl . . . . . . . ... ... ... .... 129

(B Github Repository| 132




CONTENTS CONTENTS

[C Large Figures and Tables| 135
[C.1 Size functions on 2 X 2 tables| . . . . . . ... ... .. ... .... 135
[C.2 Size functions on 3 x 2 tables| . . . . .. ... ... ... .. .... 136
[C.3 'Tables for power comparison on 2 x 2 tables| . . . . . ... ... .. 144
(C.4 Tables for power comparison on 3 x 2 tables| . . . . . . .. ... .. 149
[C.5 Tables for power comparison on 2 X 3, 3 X 3, and 2 X 4 tables| . . . 154
[C.6 Long-term power comparison| . . . . . . . . . . . . . . ... 157

vi



LIST OF FIGURES

[2.1 Plots of how py(-) would look like if y; (middle) or y» (right) was

to be chosen as the next table in the ordering, where until now the

vil

first seven outcomes (left) have been determined.| . . . . . . . . .. 16
[2.2  Sample space of a 2x2 contingency table with ny. =7 and n,. =5.|. 17
2.3 Each lattice shows which points we would consider next in our or- |
dering according to the applied conditions. These points are indic- |
ated by X.| . . . . .. 19
2.4 'The outcome space {) for an experiment where X;; and Xo; are |
binomially distributed with parameters (7,6;) and (5, 6,) respect- |
ively. The diagonal lines link table outcomes with equal values of |
.................................... 23
8.1 CR(Y) (solid) and Ry/(1) (dashed) for Tables [3.1 (left) and [3.2] |
(right).|. . . . . . . 32
4.1  Chain of implications of the different symmetry conditions.| . . . . . o7
4.2 Pool of available P(-; 8)-functions for (n;.,n,.) = (2,2) (left) and a |
number of solutions to the packing problem (right).| . . . . . . . .. 63
.1 5(6,0) for variable N, and fixed N, (left) and for variable N,, N, |
(right) with a = 0.01.|. . . . .. ... ... 78
(5.2 (61, 6,) for indicated values of N, (left) and the difference 5(6;, 65)— |
5benchmark(617 92) (I‘lght)l ........................ 79
b.3  B(6;,0,) for indicated values of N, and N; (left) and the difference |
B(01,05) — Bhenchmark(01,02) (column).| . . . . ... .. ... 80
5.4 [(0,0) for variable N with « =0.01.[ . ... ... ... ... .... 81
5.5 Critical regions for test A (left) and B (right). . . . . . .. ... .. 81
5.6 Size functions £4(6,0) (blue) and Sg(6,0) (vred).| . . . . . . ... .. 82
5.7 Power functions $4(61,02) (left), Sp(01,6>) (middle) and the differ- |
ence fa(01,02) — Pp(61,02).) . . . . ..o 82
(5.8  Critical regions (column 1), 54(6,6) (column 2), 54(0;,65) (column
3), and [a(01,602) — Sp(61,6>) (column 4) for the indicated values
of MJ. . o o o o 83
5.9 Critical regions for test C (left) and D (right).| . . . . . .. ... .. 84
5.10 Size functions B¢ (6,60) (blue) and Sp(0,6) (red)| . . . . . . ... .. 84
5.11 Power functions B¢ (6., 02) (left), 5p(61,02) (middle) and the differ- |
ence /80(91, 92) - 6D(917 92)' ...................... 89



LIST OF FIGURES

LIST OF FIGURES

[>.12 Runtime to find the symmetry classes as a function of the number

| abls o Tor ndicated tabk 4 —

[>.13

Computation time to find the symmetry classes as a function of the

number of tables w. The corresponding log-log plot can be found

ontheright.|. . . . . . . . . . ... ... .

5.14

Computation time as a tunction of the grid size /N for the CSM test

with fixed N (left, blue), the CSM test without fixed N (left, red)

and for the LP test (fght)]. . . - . . o oo oo

89

.15

£(01, 0-) for indicated values of N (left) and the difference 3(6;, 05)—

Bbenchmark (01, 02) (column).| . . . .. ..o oo

5.16

105

Runtime as a function of the common group size n for the 14 tests.| 106

B.17

Runtime and log-runtime comparison of the 14 tests on 2 X 2 tables

with indicated valuesot ny. =no. =mn.. . . . . . . . . ... ... ..

107

518

Runtime and log-runtime comparison of the 14 tests (13 in the case

of 3 columns by removal of the CS,M test) with indicated group

sizes and table dimensions) . . . . . . . . . . ...

6.1

Frequency of #-values at which a minimal maximum has been re-

corded in the CSM procedure.| . . . . . . ... ... ... ... ..

111

C1

£(0,0) for indicated tests and a-values. Group sizes (from top to

bottom) are (5,5), (10,5), and (10,10). Ambiguous overlaps are

indicated in the legend. . . . . . . . .. ... ...

135

C2

£(0,60) for indicated tests and a-values. Group sizes (from top to

bottom) are (20,5), (20, 10), and (20, 20). Ambiguous overlaps are

indicated in the legend.|. . . . . . . . . ... ... 0.

136

€3

£(0,0) for indicated tests and a-values. Group sizes (from top to

bottom) are (40, 5), (40, 10), (40, 20), and (40, 40). Ambiguous over-

laps are indicated in the legend.| . . . . . . . . ... ... ... ...

137

C4

£(0,0) for indicated LP tests and a-values. Group sizes (from top

to bottom) are (5,5), (10,5), and (10, 10). Ambiguous overlaps are

indicated in the legend.|. . . . . . . . ... ... ... 000,

138

C5

£(0,0) for indicated LP tests and a-values. Group sizes (from top

to bottom) are (20,5), (20, 10), and (20,20). Ambiguous overlaps

are indicated in the legend|. . . . . . .. ... ... 00000

139

Co

£(0,0) for indicated LP tests and a-values. Group sizes (from top

to bottom) are (40,5), (40, 10), (40,20), and (40, 40). Ambiguous

overlaps are indicated in the legend.|. . . . . . . . .. .. ... ...

140

o

£(0, 6, 0) for indicated tests and av = 0.01. Group sizes (from top to

bottom) are (5,5,5), (10,5,5), (10, 10,5),and (10, 10, 10). Ambigu-

ous overlaps are indicated in the legend. . . . . . . ... ... ...

€3

£(0,0,0) for indicated tests and o = 0.01. Group sizes (from top to

bottom) are (20,5,5), (20,10,5), and (20, 20,5). Ambiguous over-

laps are indicated in the legend.| . . . . . . . . . ... ... ... ..

142

€9

£(0,0,0) for indicated tests and o = 0.01. Group sizes (from top

to bottom) are (20, 10, 10), (20, 20, 10), and (20, 20, 20). Ambiguous

overlaps are indicated in the legend. . . . . . . ... ... ... ...

viii

143



LIST OF TABLES

(1.1 A 2x2 contingency table.|. . . . . . ... ... ... .. ....... 1
[[.2  Male/female distribution across the different mathematics programmes |

| at N'TNU 1 20070 . . . . . . o o o oo oo 2
13.1 Effectiveness of dramamine in preventing seasickness [33[.|. . . . . . 31
[3.2  Alternative outcome to the effectiveness study of dramamine.|. . . . 32
(3.3 The 2x2 contingency table from Berkson’s example [34] . . . . . . 37
(3.4 The 2x2 contingency table from Routledge’s example [62] . . . . . 41
4.1 An r X c contingency table.| . . . . ... ... 000 47
4.2 'Two tables that are symmetric according to Sp, but not according |
[ oSl .. 52
4.3 Two 2 x 3 tables with the same chi-square test statistic value| . . . 55
4.4 2 x 3 tables with argmaxy g, P(-; @) not in the interior of Oy . . . 60
4.5 Reduction of Table[4.1[into c — T r x 2 tables] . . . . .. ... ... 71
[p.1 Minimal grid size N’ yielding the same ordering as NV, = 1000 for |

[ the CSM test (left) and the LP test (right)] . ... ... ... ... 76
[A.1 Construction of the first 9 terms ot Cs.| . . . . . . . . . .. .. ... 127
|[C.1 Power comparison of tests on 2 x 2 tables with sample sizes (5.6) |

| (FISHER, C S_P M, C S chi M, andC SV M)] . . ... ....... 145
[C.2" Power comparison of tests on 2 x 2 tables with sample sizes (5.6]) |

| (ET chi, ET fisher, ET vol,andLP1 S_P)| . ... ... ... ... 146
[C.3 Power comparison of tests on 2 x 2 tables with sample sizes (5.6) |

| (LP1 S_chi, LP1 S_V,LP2 S_P,and LP2 S_chi). . . . . . .. ... 147
[C.4 Power comparison of tests on 2 x 2 tables with sample sizes (/5.6) |

| P2 SV . - . - 148
[C.5 Power comparison of tests on 3 x 2 tables with sample sizes (/5.8)) |
FISHER,C SP M,C S_chi M, andC SV M) . .. ......... 150

[C.6 Power comparison of tests on 3 x 2 tables with sample sizes (5.8]) |

ET chi, ET fisher, ET vol, and LPL S_P) . . . .. ... ..... 151

[C.7 Power comparison of tests on 3 x 2 tables with sample sizes (5.8]) |

| (LP1 S_chi, LP1 S_V,LP2 S_P,and LP2 S_chi). . . . . . .. ... 152
[C.8 Power comparison of tests on 3 x 2 tables with sample sizes (/5.8]) |

| P2 SV . . . - 153

1X



[C.9 Power comparison of tests on 2 X 3, 3 X 3, and 2 X 4 tables with

sample sizes ((5.9) (non-LP tests) . . . . . . . ... ...

[C.10 Power comparison of tests on 2 x 3, 3 X 3, and 2 x 4 tables with

sample sizes (5.9) (LP tests) . . . . . . . . . ...

(C.11 Long-term power comparison for indicated group and table sizes.|. .




CHAPTER
ONE

INTRODUCTION

In order to test the effectiveness of a new medicine for a certain disease, researchers
have devised the following experiment. A number n.. of patients suffering from the
disease have been split up at random into two groups. Group 1 is made up of ny.
patients who will receive the new medicine, while group 2 consists of n,. patients
who will not. After a predetermined testing period, the researchers will record for
each of the two groups how many patients have recovered. It turns out that xq;
persons in group 1 got better, and x5, persons in group 2. Although this a gross
simplification of how a real medical trial would be performed, it introduces the
main object of study of this text: the contingency table. Indeed, the researchers can
summarise the results of their experiment as in Table [I.1I} We call it a success if,
after the testing period, a patient has healed. In total, n.; out of the n.. recovered.

Success No Success
Group 1 T11 T12 ny. = T11 + T12
Group 2 o1 T2 No. = To1 + To2
Ny =211 +T21 MNo=2Tia+ T2 | N.. =N1. +N9o. = N.1 + N.o

Table 1.1: A 2x2 contingency table.

Based on this table, researchers would want to conclude whether or not the
medicine has an influence on the healing process (for now it is of no interest
whether this effect is positive or negative for recovery). In other words, is there an
association between recovering from the illness and receiving the medicine?

As we will see in Chapter [2] numerous statistical methods exist to answer
this question whenever the table has 2 rows and 2 columns. We will split these
up into methods using asymptotic approximations and methods based on the
exact probability distributions found in the table. The latter can furthermore be
subdivided into conditional and unconditional methods, based on which marginal
totals are considered fixed. From the description of our medical experiment, it
may seem logical that the (n;.,ny.)-margin should be seen as fixed. However, it is
less clear whether or not one should fix the (n.1, n.2)-margin too. Interestingly, this
seemingly simple problem has been, since its inception, surrounded by controversy
and debate. We will try to navigate the vast literature that has been generated
around this in Chapter 3
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Let us consider another example. This thesis has mostly been written while vis-
iting the Norwegian University of Science and Technology (NTNU) in Trondheim,
Norway. This university offers three different ways in which one can graduate as
a mathematician. First of all, there is the — in the Netherlands common — path
of taking a 3-year bachelor programme in Mathematical Sciences, followed by a
2-year master programme in Mathematical Sciences. Alternatively, one can choose
for a b-year teacher education. Finally, the technical universities may also award
the legally protected title of “sivilingenigr” (which should not be confused with
the term “civil engineer” in English) after completion of a 5-year programme fo-
cusing on mathematics and physics. One example of a question that might come
up is whether the choice of programme a mathematics student makes is somehow
linked to that student’s gender. Dr. Bakke kindly provided us with data from the
Department of Mathematical Sciences at NTNU from the year 2007, showing how
many students were enrolled in each study programme that year, together with
the male-to-female ratio. This data is shown in Table [L.2]

3y. BSc + 2y. MSc by. teacher by. siv. ing.
Male 4 0 23 27
Female 0 2 5 7
4 2 28 34

Table 1.2: Male/female distribution across the different mathematics programmes
at NTNU in 2007.

We can ask a similar question to the one we asked with Table [I.I, How can
we find out if there is a significant — we will later see what that means formally
— difference in the choice of programme between the male and female student
populations?

Table consists of three columns. This is not an uncommon phenomenon.
Indeed, we can easily think of ways in which Table from our first, medical
experiment can be extended. Instead of having just two patient groups, the re-
searchers might have chosen to introduce a third group which received a placebo,
for example. Furthermore, they might have recorded something else than just a
binary response of healed / not healed. After the testing period, the researchers
could have encountered patients who have fully recovered, or not recovered at all,
while others still have some symptoms, or even are experiencing some detrimental
side effects.

Depending on the experiment we are doing, we can encounter tables with any
number of rows and columns. Although a study of the 2 x 2 contingency table
only would already be able to fill numerous theses, we will discuss in Chapter [4]
how the statistical methods from Chapter [2| can be applied to the general r x ¢
contingency table. Both asymptotic methods and exact conditional methods have
been studied in great depth, but the exact unconditional methods have received
far less attention. We will encounter some of the reasons why this may be. Fur-
thermore, we will introduce a couple of alternative methods that try to address
some of the problems that come up when generalising methods from the 2 x 2
case to larger tables. In Chapter [5 we will assess how well the proposed alternat-
ives perform in comparison to the existing approaches with regard to computation
time and statistical power. The alternative methods certainly come with their own
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set of considerations and difficulties, which we will discuss in Chapter [6] Finally,
conclusions will be drawn in Chapter [7]
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CHAPTER
TWO

TESTS ON 2 x 2 CONTINGENCY TABLES

Many different solution methods exist to determine whether an association is
present in a contingency table, but they can all ultimately be labelled as either
asymptotic or exact methods. The exact methods can furthermore be divided into
conditional and unconditional methods. We will first take a look at the asymp-
totic approach. This is the classical approach to hypothesis testing on contingency
tables. Via the asymptotic test, we will also reiterate some fundamental concepts
of hypothesis testing, as well as introduce some notions we will need later on. How-
ever, we will shift our focus rather quickly to the exact methods. These will turn
out to be more suited in small-sample situations, which are not uncommon in med-
ical and biological contexts. Contingency tables are very natural objects in both
settings [1]. The discrimination between conditional and unconditional methods
has led to a — yet to be settled — debate. In Chapter [3, we will try to summar-
ise this discussion as accurately as possible. In particular, we will pay attention
to the many interesting and nuanced, statistical and philosophical, concepts and
arguments that divide statisticians up to this day.

2.1 The Classical Neyman—Pearson Approach

The main idea behind any asymptotic test is to come up with some test statistic,
of which we know the asymptotic distribution under the null hypothesis. For large
enough sample sizes, this (often more simple) asymptotic distribution will be a
good approximation for the (often more complex) actual distribution of the test
statistic. We can then decide whether to reject the null hypothesis based on how
probable the value of the test statistic is, under this asymptotic distribution under
the null hypothesis.

In the context of our 2x2 contingency table, the test statistic will be a function
of the quantities in that table. However, if we intend to determine an asymptotic
distribution, we have to agree on some assumptions on these table quantities.
Many such assumptions are possible, but here we will treat n;. and no. as fixed,
while we treating x1; and x5, as realisations of two random variables, X;; and Xo;
respectively. Note that knowledge of x1; and x5, together with ny. and ns. fully
determines the table. In order to say something useful about the asymptotic distri-
bution of the test statistics which will follow, we furthermore assume that X;; and
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X>; are binomially distributed with parameters (n;.,6;) and (ns., 65) respectively,
where 6 := (6y,6,) € © := [0,1]? are of course unknown. This assumption allows
to rewrite the original research question in the format of a statistical hypothesis
test Hy: @ € Oy against Hy: @ € O, where Oy = {(01,63) € © : §; = 6} and
©, =0\ Oy, or alternatively

H()Z 91 = 92 = 9, Hli 91 7& 92, (21)

for some unknown 6 € [0, 1]. The null hypothesis can be interpreted as the recovery
probability of a patient in group 1 being equal to the recovery probability of
a patient in group 2. That is, the recovery probability does not depend on the
patient receiving the medicine or not. The alternative hypothesis states that the
probabilities of recovery are different per group, i.e., the medicine has an effect on
the healing process.

Although this binomial assumption seems quite natural, one can argue this is
actually quite a strong claim to make. Indeed, recall that for a binomial trial, one
should need a set of independent Bernoulli experiments with the same probability
of success in each experiment. In the context of our medical example, it could be
that the reactions of different patients to the medicine are not entirely independent;
perhaps some patients are relatives. Besides that, the probability of recovery of a
given patient, in so far that we can speak of one, might not be the same for each
patient. We come back to this in Section

That being said, assuming that X;; and X,; have a binomial distribution
anyway, there is a wide array of possible test statistics to choose from. One of
the more popular test statistics is Pearson’s chi-square test statistic [2]. As a
general goodness-of-fit test, it is perfectly suited for the setting of contingency
tables. The test statistic is constructed as the sum over all 4 table cells of the
quantity (O—FE)?/E, where O is the observed number of occurrences (so X11, Xo,
Xi2 :=n1.— X51 and Xoy := ny. — Xo1), and E the expected number of occurrences
under the null hypothesis (so n1.0, n2.0, ni.(1 — @), and ny.(1 — 6) respectively).
Since 6 is unknown, we will estimate it with the maximum likelihood estimator
0 = (X171 + X51)/(n1. + na.). Later on, we will spend more time on the different
ways to get rid of this unknown 6. Concretely, the above description gives the
following test statistic:

) 2 <X11 — nlé>2 (XZQ — nl(l — é))Q
X (X1, Xo1) = ; g + =0 : (2.2)

which can be written more compactly as

(X11X22 - X12X21)2n..

T1.M92.1M.1M .9

XQ(Xn,le) =

(2.3)

[3]. From this expression it is easy to see that whenever n.; or n. is zero, the
denominator is zero and the chi-square test statistic is undefined. If this is the
case, we define x?(X11, X9;) = —oo. For completeness, we mention yet another
representation of writing this chi-square statistic, also often used in the literature,
referred to as the squared Z-pooled statistic [4], or squared Z statistic with pooled



CHAPTER 2. TESTS ON 2 x 2 CONTINGENCY TABLES 7

variance estimator.
2
X111 _ Xo1
ni. na.
Xu+Xo (1 _ Xu+Xo L1
ni.+no. ni.+no. ni. no.

It is also worth mentioning that there exists a Z statistic with unpooled variance
estimator as well, given by
2
(& — &)
mni. no.

L.@(l_@>+L.&<1_&>'

ni. ni. ni. na. na. na.

Zs(XlluXQI) = (24)

ZE(X117X21) =

(2.5)

We will encounter this variant later on. It can be shown, under the further as-
sumptions that X;; and Xs; are independent, that x*(Xi1, Xo1) = ZS(XH,Xm)
converges in distribution to a chi-square distribution with one degree of freedom
under the null hypothesis, whenever n;., ns. — 0o such that the ratio ns./n;. con-
verges to a positive constant [5|. That is, ny. and ny. grow to infinity at the same
rate.

Based on this convergence result, it is straightforward to construct a test. The
chi-square test consists of computing the value of the test statistic x?(x11, z9;) for
the observed value of X = (Xj;, X3;1). The larger the value of x%(z11,721), the
less probable it becomes that this value could have been observed from a random
sample from the y3-distribution |I| We therefore reject the null hypothesis at a
predetermined significance level a € [0,1] if x*(z11,721) lies in the critical region
K® =[x} ,_4,00), where x7,_,, is the 1 — a-quantile of the x-distribution. This
is of course the classical Neyman—Pearson approach to hypothesis testing. We first
fix the significance level o € [0, 1], choose an appropriate test statistic 7'(X), in
this case x?(X), and then choose the critical region K such that the probability of
making a Type I error (wrongly rejecting Hy) is at most a, i.e. supyeg, 3(0) < o,
where 5(0) := Pp(T(X) € K%) is the power function. This function is ideally 0,
if 0 € Oy, and 1, if 8 € ©,. This is of course never possible due to randomness.
Ensuring that the probability of making a Type I error is always bounded by «,
we can then make K® as large as possible in order to minimise the probability
of a Type II error (wrongly not rejecting Hy). Finally, as a way to quantify the
evidence against Hy, we can define the p-value corresponding to an observation
X = (1'11,1'21) as

pr(x) :=inf{a € [0,1] : T'(x) € K°}, (2.6)

which the smallest significance level for which we would reject Hy [6].

We can also look at the Neyman-Pearson approach to hypothesis testing
slightly differently. Instead of constructing the critical region for a given signi-
ficance level and rejecting Hj if the observed value of the test statistic lies within

1One can convince oneself that x?(z11,291) will be large whenever x11/n;y. and 91 /no. are
far apart, indicating that there might be a difference between #; and 65. This also explains why
we set x2(z11,221) = —oo whenever x?(z11,721) is undefined. Realise that this only happens
when we have 11 = £91 = 0 or 11 = n1. and x2; = no.. In both cases, the corresponding table
does not provide strong evidence against the null hypothesis, and so we want the test statistic
value to be as small as possible in order to avoid rejection when we observe such a table. Note
that we might just as well have defined x?(x11,221) as any negative number instead.
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this critical region, we can also design tests based on the p-value. This perspective
will turn out rather useful later on. Given an observation X, we can equivalently
define the p-value as

pr(x) = Py, (T(X) = T(x)), (2.7)

in the case that we would reject the null hypothesis for large values of T (as
is the case with the chi-square test). We would now reject Hy if pr(x) < a.
This observation allows us to think of the p-value itself as a test statistic (and
consequently of pr(X) as a random variable). We can thus turn our original test
(T, K%) into a p-value test (pr,[0,a]), where we reject Hy whenever pr(x) < a.
In order for this p-value test to have significance level «, we should require the
p-value to be valid.

Definition 2.1. A p-value p(X) is called valid if, for all @ € [0, 1] and all 8 € O,
P(p(X) <o) <a (2.8)
17l-

Notice the abuse of notation we will employ throughout Chapter 2t Fy(A)
indicates the probability of event A under the assumption that 6; = 6y = 6.
Saying that should hold for all @ € © is thus the same as saying it should
hold for all § € [0,1]. A p-value that is valid automatically has a number of nice
properties which we will state the moment we need them.

Apart from that, the p-value test perspective is very convenient in the discrete
setting of contingency tables. As long as we are able to rank the table outcomes
from less probable to most probable under the null hypothesis (whatever that
may mean), we can compute the p-value of an observation x as the sum of the
occurrence probabilities of each table outcome more extreme than x. As we will
see later, this is the main idea behind the unconditional tests. Before we get there
though, let us first see how we can improve on the bad approximation by the
asymptotic testing approach.

The most evident objection against the classical, asymptotic approach is that
the approximation by the asymptotic distribution might not be justified when the
samples remain small. This might in particular lead to the probability of making
a Type I error being larger than «, or in terms of the p-value: the p-value not
being valid. The poor asymptotic approximation is illustrated by Brataas [8|, who
mentions that when the group sizes shrink to around 5, the approximation breaks
down. A similar order of magnitude is indicated by Fisher [9], who states that, as
a rule of thumb, one should not employ the asymptotic test whenever the expected
number in each cell of the table is less than 5. Yates [10] investigated how well
the y? distribution approximated the exact distribution, which we will derive in
the next Section. He noted that the “discrepancies are primarily due to the fact
that x is a continuous distribution, whereas the distribution it is endeavouring to
approximate is discontinuous”. To this end, Yates suggests to use the continuity-
corrected test statistic

(|X11X22 - X12X21| - %N)an

2
vy 2.9
Xe(X11, Xo1) N1.1M2.10.11.2 7 .

and shows by examples that this continuity correction leads to a far better ap-
proximation of the exact distribution, in particular for tables where 6; = 6, = 0
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close to 1/2. As we will see in Chapter [p| the chi-square test with Yates’ continu-
ity correction will perform very similarly to the exact test we will see in the next
Section.

2.2 The Exact Conditional Approach: Fisher’s Ex-
act Test

For small sample sizes, a more suitable alternative to the chi-square test with
Yates’ continuity correction might be to use so-called exact methods. They are
exact in the sense that they work with the actual distributions appearing in the
problem, without any large-sample approximations. We will now give a slightly
quicker derivation of Fisher’s exact test, which he originally described in his Stat-
istical Methods for Research Workers |9).

In the setting of Table [I.I| making the binomial assumption, Fisher argues
that under the null hypothesis that 6, = 6, = 6, the probability of x;; successes
in group 1 is

(m)em(l —0)™, (2.10)
T11

Mutatis mutandis, the same expression can be written for the probability of xo;
successes in group 2. Consequently, Fisher states that the probability of observing

Table is simply the product

Py(X =x) = (”1> (”2')9n-1(1 — gy (2.11)

T11 T21

In his derivation, Fisher implicitly assumed that the (ni.,ns.)-margin is fixed,
something which need not be the case when looking solely at Table without
any further context, as we will see in Section [2.3]

Fisher now realised that in order to get rid of the unknown parameter 6, the
factor 6™ (1—6)™2 should be the same for all tables with the same (n., n.o)-margin.
Therefore, the probability of a given table outcome (Xi; = x11, Xo1 = x91) (note
how this fully determines the table if (n;.,ns.) is fixed), conditional on the value
of the (n.1, n.o)-margin and under the null hypothesis, is given by

Po(X11 = w11, Xoy = T91 | X1y + Xo1 = ny)
_ Pe(Xn = T11, Xo1 = N1 — xn)
Py(X11 + Xo1 =na)
NN
_G)65) (2.12)
(1)
In the second equality, we used that the sum of two binomially distributed random
variables with number of trials n and m and with the same success probability
is again binomial with number of trials n + m and success probability 6.
Notice how Pp(X11 = x11, Xo1 = 221 | X11 + Xo1 = n.1) no longer depends on
0, so we can just write P(Xy; = 11, Xo1 = 291 | X11 + X21 = n.q) instead. In other
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words, the test statistic T'(X) = X1 + Xo; is sufficient for §. This could have also
been seen directly by the factorisation theorem. Indeed,

PUX =) = (TGO = 671 = o709 (") (),
T11 T21
The conditional exact test now uses the probability , which is the probability
mass function of the hypergeometric distribution with parameters (n..,ny.,n.1), for
all further inference.

The issue of how to define p-values in the case of the two-sided test comes
with an entire history of discussion of its own [3|. For a two-sided p-value we want
to somehow add the null probabilities of tables that are more extreme than or
just as extreme as the observed table. However, since the null distribution is the
hypergeometric distribution, which is discrete and potentially asymmetric, how
we can we define these more extreme tables? Several definitions exist based on
how one answers this question [11]. However, all these definitions will have the
following form:

pr(x) = pr(T11,221) = Z P(X =1 | X1+ Xo1 = na), (2.13)
i€ Ex
where n.; = 11 + 291, where P(X1; =i | X11 + Xo; = n.y) is given by and
where the set E of outcomes contains all table outcomes for x;; that can be seen
as more extreme than x;. It is this set Fy that varies across definitions.

One possibility is to define Ey as the set of all table outcomes which have a null
probability that is smaller than or equal to the null probability of x = (x11, xa1).
That is,

Ey = {Z S {0, ce ,’I’Ll‘} : T(i,n.l — Z) < T(fL’H,ZL’Ql)},

where
T(z11,21) = P(X11 = 211 | Xu1 + Xo1 = na)

This is the definition used in the R implementation of Fisher’s exact test. Note
that we can view T as a test statistic for Fisher’s exact test, such that we reject
the null hypothesis when observing x such that 7'(x) is small.

An alternative has been proposed by Mehrorta, Chan and Berger [12]. A table
outcome would now be defined as more extreme than x if the null probability of
ending up as far or further down the tail of the distribution (either in the left or
the right tail) than that outcome is smaller than that same probability for the
outcome x. More concretely, we again have

Ey:={ie€{0,...,n.}:T(i,nq1 — 1) <T(x11,221)},
but now with

T(x11,221) == P(X11 <211 | Xi1+ Xog =na) AP(X11 > 211 | X1+ Xo1 = na).

(2.14)
Once again, we can view T as a test statistic for which small values will lead to
rejection of Hy. The set Ey is thus nothing else than the collection of tables which
have a test statistic value smaller than or equal to the test statistic value of the
observed x, for some test statistic. With this in mind, it is possible to show an
important result we will use later on, namely that Fisher’s exact test produces a
valid p-value.
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Proposition 2.2. The Fisher p-value defined in (2.13) is valid.

To show this, we will make use of the following result, which is stated as Theorem
8.3.27 and proven in Casella and Berger [7].

Lemma 2.3. Let T(X) be a test statistic such that large values of 7" give evidence
that H; is true. For each sample point x,

p(x) := sup Pp(T(X) > T(x)) (2.15)
[ZSSH)

is a valid p-value.

This lemma is very useful, as it directly proves the validity of a whole class of
p-values, so-called supremum p-values or more formally p-values obtained via the
supremum method (where we maximise with respect to the nuisance parameter).
In Section when we want to get rid of the unknown parameter 6 without
conditioning, we will make use of such p-values.

Proof of Proposition[2.4. Using the test statistic for Fisher’s exact test defined in
(2.14), the Fisher p-value (2.13) for a table outcome x = (211, z21) can be written

as

pr(T1,22) = Z P(X11 =i | X1+ Xo1 =n4)
i€Fay,
= Z P(Xy1=1| X1+ Xo1 =na)
T(in.1—1)<T(x)
= P(T(X) S T(X) | X11 + X21 = n.l).

Clearly, since we no longer have a dependence on 6, we can write

pF($1,£B2) = sup P(T(X) S T(X) | X11 + X21 = n.l).

0€[0,1]
Although Lemma only speaks of test statistics which reject Hy for large values
of the test statistic, it trivially generalises to test statistics T'(X) that reject Hy for
small values too, by using —7'(X) in the proof. Also conditioning on X1 + Xy =
n.; does not alter the result, 7'(X) merely has a different distribution than the
unconditional distribution, but the validity of this supremum p-value still holds.
We conclude that pp(X) is a valid p-value, given that X7 + Xy = n.;. That is,
for all a € [0,1] and all § € Oy,

Py(pr(X) <a| X1+ Xo =n4) < a.

Of course, this is true for all n.; = 0,...,n.. Hence, this “conditional validity”
can easily be shown to lead to the unconditional validity of pr(X). Indeed, for all
a € [0,1] and all § € ©¢, we have by the law of total probability that

Py(pr(X) < a) = Z Py(pr(X) < a| Xi1 + Xo1 = n.1)Py(X11 + Xo1 = 1)

n.1=0

< Z abPp( X1 + Xo1 =n)

n.1=0

:O[7

where we used the conditional validity of pr(X) in the second line. O
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2.3 Intermezzo: Contingency Tables as Outcomes
from Urn Experiments

The key observation to make with Fisher’s exact test is that by considering both
margins of the table fixed, we remove any dependence on 6. Barnard remarks
that based on the contingency table alone, it is possible to form several different
abstract pictures [13].

2.3.1 The Independence Trial

One of these is the one implicitly assumed by Fisher’s exact test. To put it in
Barnard’s words, this test corresponds to an experiment where we have n;. balls
marked with 1, and no. balls marked with 2. These n.. = ny. + nq. balls are put
into an urn. Afterwards, they are withdrawn randomly from the urn and placed
one by one in a row of n.. boxes, n.; of which are marked by “Success” and n.,
by “No Success”. Realise that for this experiment to be executed it is necessary
to know both (n1.,ns.) and (n.1,n.s) beforehand. With this picture in mind, the
probability of Table occurring is, just as we saw with the derivation of Fisher’s

test, equal to

(2) ()

T11 T2y
/N (2.16)
(n-1>

Indeed, the numerator is the exact number of ways in which we can choose x1; out
of the ny. balls marked 1 and x5 out of the ny. balls marked 2, which we divide by
the denominator; the total number of ways in which we can label n.; out of n.. boxes
with the label “Success”. This is nothing else than the probability of observing
Table[1.1] conditional on the fact that we should have n.; “Success” boxes. Barnard
called this experiment the 2 x 2 independence trial. Notice that although is
the same expression as , the way we reached those expressions was different
in both cases. In the derivation of , we assumed the existence of the constant

success probabilities #; and 05 in the two respective groups. However, we made no
such assumption in order to derive (2.16). As Barnard puts it in a later paper,

“The 2x 2 independence trial, by contrast, is concerned with a situation
where we have a collection of experimental units allocated at random
into two categories and we observe whether or not a feature such as
“cured” arises just as often in the one category as in the other.” [14]

The introduction of the success probabilities 6, and 6, was mostly done in order
to illustrate how Fisher’s exact test does not have to deal with any nuisance
parameters. However, it is clear from the above that we do not need to assume
such constant success probabilities in order to use Fisher’s exact test. We will
return to this in Section 3.5

2.3.2 The Double Dichotomy

Another abstract picture we can draw, called the double dichotomy by Barnard,
consists of one urn, containing balls with two labels each. The first label is either
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1 or 2, and the second label is either “A” or “B”. We drop the “Success” / “No
Success” labels for this setting in order to stress that contingency tables could also
arise from an experiment where we are testing the association of two properties,
instead of comparing the amount of successes between two groups. An example
could be testing whether there is a relation between sex and handedness, in which
case “Success” / “No Success” is a less appropriate labelling. If we suppose there is
a “very large” number of balls in the urn, and the proportion of balls labelled “1A”
(or “1B”, “2A” “2B”) is given by 014 (or 015, 024, O25), the probability of observing
Table is then just given by the multinomial expression

n..!

X €T X X
xlA!xlB!x2A!x2B!GIAAeléBHQzA 2%337 (217)
where we should substitute (x11, 12, To1,T22) by (214,15, T24, x2p). Note that
this picture corresponds to fixing none of the table margins beforehand. We have
no idea what x14 + x15 and x14 + x24 will be before we start the experiment.
Again, realise that we are making a similar binomial (or in this case multinomial)
assumption, by considering a very large number of balls. Like so, withdrawing a
number of balls from the urn (without replacement!) does not alter the proportions
014, 01B, 024 or Oyp significantly during the experiment.

2.3.3 The Comparative Trial

Finally, it should not come as a surprise that the final abstract picture one can
draw from the contingency table is the one where exactly one table margin is
fixed. This received the name of “2 x 2 comparative trial” by Barnard. In this case
the fixed margin is always the sample size margin, i.e. the (n;.,ns.)-margin. This
picture corresponds to the medical experiment we described at the start of this
chapter. As we will see later on, it is this picture that will serve as the basis for
Barnard’s CSM test, which is an exact unconditional test. Let us consider two urns,
one marked 1 and one marked 2. Each urn contains again a “very large” number of
balls (such that n.. drawings without replacement does not alter the experiment
conditions), either marked “Success” or “No Success”. We draw at random n;.
balls from urn 1 and ns. balls from urn 2 (fixing the (n;.,ns.) margin), and count
afterwards for each urn how many balls are labelled “Success”. If we denote by 6,
and 0, the respective proportions of “Success” balls in urns 1 and 2, the probability
of ending up with Table is given by

(nl')eiﬁu(l _ Ql)nl.fxu (nQ) 9%21(1 _ 92>n2.7:z:21. (218)

Z11 Z21

Notice that in the derivation of Fisher’s exact test, we also used this abstract
picture at first, after which we conditioned on the second margin to finally end up
with .

For the sake of completeness, regarding the nomenclature, it is worth noting
that the name “comparative trial” is not deemed correct by everyone. Yates |3|
states that in a — medical — comparative trial, individuals need not to be chosen at
random from a larger population. They can instead be chosen specifically because
they are deemed as suitable test subjects. Yates argues that in the experiment that
Barnard calls a “comparative trial”, the two groups under consideration are in fact
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samples from two larger populations, and prefers to call that experiment “samples
from two binomials”. In this text, we will however stick with the terminology
adopted by Barnard.

From Equations , and , we see that depending on how we read
the contingency table, we end up with different probabilities of observing a given
table outcome. This should of course not come as a surprise, as the three mentioned
equations represent a completely different experiment. One might perhaps expect
that depending the type of experiment performed, one should choose the according
“urn-and-balls model” and base all further inference based on this. However, this
touches upon the very essence of the debate we will describe in Chapter [3] We will
therefore let this issue rest for a moment, and first introduce the test Barnard has
built based on this last abstract picture; where the (n;.,n.) table margin is fixed.

2.4 The Exact Unconditional Approach: Barnard’s
CSM Test

The CSM test, introduced by Barnard [13], considers the “comparative trial” we
described in Section In that setting, we made once again a binomial assump-
tion, such that #; and 6, can be interpreted as the binomial success probabilities
for each of the groups. The null and alternative hypotheses of the CSM test are
just as in Equation ; we want to test whether or not the two groups have
the same success probability 8, = 6, = 6. Barnard’s idea is to order all possible
table outcomes, from the most incompatible with the null hypothesis, in some
sense, to the most compatible with the null hypothesis. A table outcome can be
incompatible with the null hypothesis, in the sense that if we assume the null
hypothesis to be true, it is highly improbable for that particular table outcome to
occur. By creating an ordering of the possible table outcomes, we can construct
a p-value test, as we described in 2.1 Indeed, to put it in the classical setting of
hypothesis testing, we did nothing else than constructing a test statistic 7'(X) for
X = (X11, X21) the number of successes in groups 1 and 2, and then compute the
p-value as the probability under the null hypothesis of obtaining a more extreme
value of that test statistic. For a table outcome X = x, the test statistic takes the
value T'(x) € N, which is the rank of x in the ordering. A more extreme value of
T(X) is a smaller value of T'(X), since more extreme table outcomes come earlier
in the ordering. Thus, for an observation x, we can look at its (two-sided) tail
probability py(x) = Pp(T(X) < T'(x)). Since we are working in a discrete set-
ting, computing this probability amounts to enumerating over all possible table
outcomes y with T(y) < T(x), i.e.

pe(x)= > P(X=y). (2.19)

T(y)<T(x)

Under the null hypothesis, we can easily compute how probable it is for a
certain table outcome y = (yi1,%21) to be observed; this is nothing else than
Equation (2.18)) with 6; =60, =0, i.e.

P(y:0) = Py(X =y) = (”1> ("Q‘)emu NS (2.20)

T11 T21
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Normally, the corresponding p-value test would simply amounts to rejecting the
null hypothesis whenever py(x) is smaller than the given significance level o. How-
ever, we cannot refer to pg(x) as a p-value, since it is still a function of the unknown
parameter 6.

2.4.1 Constructing the ordering

We want to concretely define how to order the table outcomes. What do we mean
by saying that y is a more extreme observation than x, i.e. T'(y) < T'(x)? We
would like to say that a table outcome is extreme if its occurrence probability
(under Hy) P(+;0) is small. Saying that y is more extreme than x then means that
P(y;0) < P(x;60). However, P(+;6) is a function of § € [0, 1], which is unknown to
us. Consequently, py(x) in is actually also a function of #. If we would have
set ourselves a significance level «, it can now occur that we might reject the null
hypothesis Hy: 6, = 05 = 6 only for values of 6 within a certain interval such that
pe(x) < «, while our test would remain inconclusive for 6 outside that interval.
Barnard mentions that maybe some day, researchers will be happy with a result
such as . He also mentions however that this is not yet the case, and that we
should instead strive to somehow translate py(x), and thus the P(-;#)-functions
into something independent of 6, such that we can get a straightforward “reject/do
not reject’-statement at a given significance level [13].

Thus, how can one rank functions, in the presence of the so-called nuisance
parameter 67 Barnard proposes to make use of certain functionals of P(+; ), which
would remove the dependence on . These functionals should be such that if
P(x;0) < P(y;0) for all § € [0,1] and some table outcomes x,y, the functional
applied to P(x;60) should give a smaller number than the functional applied to
P(y;0). In his paper, Barnard eventually suggests to maximise the sum of the
most extreme P(-;6)-functions as given in (2.19)). Instead of (2.7), which assumes

we do not have to deal with a nuisance parameter, our new p-value would then be

p(x) = sup pp(x) = sup Y P(yif) = sup Pp(T(X) < T(x)). (2.21)
0€[0,1] 0€[0,1] T(y)<T(x) 0€[0,1]

Notice that this is p-value has the same form as the one in defined in ([2.15));
p(X) is a valid supremum p-value by Lemma We have now answered our
original question of how to define an ordering based on functions of the unknown
nuisance parameter with another question. How do we define an ordering based
on a maximum over these functions of the unknown nuisance parameter? Barnard
introduced a number of additional conditions in order to decide how to sequentially
build up the ordering. Before we discuss these here however, we want to show that
we can create an ordering without these conditions, purely using what we have
seen so far and one guiding principle. This will essentially tell us that Barnard’s
conditions, although quite intuitive, are just a matter of choice, and could easily
be replaced by some other set of conditions, or could just be removed altogether.
The only guiding principle we will need for now is that we want ps(x) to be a
function of # that is as constant as possible. Indeed, ideally we would have no
dependence on # and then py(x) would be just a flat line as a function of 6, such
that we can reject/not reject the null hypothesis for all values of # € [0,1], and
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not just for an interval. Since p(x) = supye(o 1 Po(X), if po(x) is as flat as possible,
we will have intuitively that p(x) & pg(x) for all 8 € [0, 1].

Based on this guiding principle, we can now construct our ordering inductively.
Suppose we have already ordered k table outcomes X1y, . . ., X(x). For the remaining
outcomes, we can then compute what their potential p-values would be if they
would be the next outcome in the ordering. As the actual next outcome in the
ordering, we then choose the one which yields the smallest potential p-value, i.e.

k
X(ht1) = arg min sup {P(y; 0) + Z P(x(i); 0) }, (2.22)

yEQ\{x(1>,...,x<k)} 66[071] i=1

where Q = {x = (z11,221) € Z*: 0 < w13 <ny.,0 < 91 <no} is the set of all
possible table outcomes. In case of multiple table outcomes having the same smal-
lest potential p-value, we must come up with some tie-breaker rule, for which
we refer the reader to Sections 2.5.1 and [2.5.2] What we have essentially done is
computed for each outcome how py(y) would look like as a function of € if that
outcome would be the next in the ordering. We then chose the next outcome in
the ordering as the outcome for which py(y) is the flattest function of 6. Indeed,
saying that the outcome y which had the smallest possible maximum value for
pe(y) = P(y;0) + Zle P(X(i); 9), is the same as saying that py(y) is the flattest
possible function of . Although not a proof, this idea is illustrated in Figure [2.1]

In the leftmost plot, one can see py(x(1)) = P(xq);#) up to and including
po(X(7)) as functions of #. Only the top one, py(x(7)), is indicated. The maximum
of this curve, p(x(), is indicated by the dotted line. So far, this is our ordering.
We are now considering two possible candidates to be next in the ordering, y;
and yo. In order to decide which one is next, we compute the what the functions
po(y1) = po(x(7)) + P(y1;0) and py(y2) = pe(x(7)) + P(y2;6) would look like if we
would choose one of them as the next outcome in the ordering. The maximum of
po(y1) is around 0.6, and the maximum of py(y2) is 1. Therefore, we set y; = xs).
Clearly, pg(y1) is a much flatter function of § compared to py(y2). We can now
repeat this procedure in order to find x(9) and so on. Note that at the end, we will
have gone through all possible outcomes, so our stack of curves will have filled up
the entire plot.

( ( p(y2)
po(¥1) Po (¥2)
P(X(gy) T e I
21 Pe(X(n)) < .
i 0o 0‘2 0‘4 o‘e o‘a 10 ° 00 0‘2 0‘4 0‘6 o‘e 10 ° 00 02 04 06 08 10
6 0 .

Figure 2.1: Plots of how py(-) would look like if y; (middle) or y, (right) was
to be chosen as the next table in the ordering, where until now the first seven
outcomes (left) have been determined.

Note that this smallest potential p-value also becomes the actual p-value for
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T(k+41), i-€. p(@(k41)) = p(y1). This is indicated by Figure , which visualises py(-)
as the sum of the P(-,0)-functions, which are represented by the different curves
stacked on top of each other. For example, in the leftmost plot, the highest curve
represents 0 — pg(X(7)); it is the sum of P(x();0) up to P(x(7); ). The six curves
below indicate — from lowest to highest — the functions py(x(1)) = P(x(1);¢) up to
and including py(x())-

Using , we are now able to order all possible table outcomes. Note that
setting k& = 0 yields x(;), the outcome y € () which has the smallest value for
SUPgepo,1) P(¥;0). In terms of the test statistic 7(X), we set T'(xx)) = k, for each
possible value of k € Z (which is larger than 0 and at most (ny. + 1)(na. + 1), but
possibly less if different table outcomes have the same maximum).

2.4.2 The C and S conditions

Realise that in order to build up the entire ordering, we need to repeat the above
procedure until we have considered all table outcomes in €. Thus, in order to
find x(41), we need to compute and maximise P(-;0) + pg(xx)) a total of at
most || — k times. If we could somehow limit the amount of possible candidates
for which we would need to do this procedure at each step, we would speed it
up a lot. Barnard, who only had the computational power of the 1940s at his
disposal, has done just that [13|. He introduced two conditions; the convexity
(C) condition and the symmetry (S) condition, that would significantly reduce
the set of candidates in which we should look to find the next outcome in the
ordering. Together with the procedure we just described, which Barnard called
the maximisation (M) condition, this resulted in Barnard’s test; the CSM test.
In order to best explain the C and S conditions, we will represent the table
outcome space ) as a lattice. Indeed, given (n;., ns.), Table is uniquely determ-
ined if we know the pair (x11, z21). We can therefore summarise all possible table
outcomes in a grid containing (ny. + 1) x (no. + 1) points, just like Figure [2.2]

(0’5)@ ®© © . . ° ° 0(7’5)
@ @ ’ [ ] L ] [ ] [ ] [ ]
X21
. . ° . . ® © @
©0.0) ° ° ° . . 7.0)
X11

Figure 2.2: Sample space of a 2x2 contingency table with n;. = 7 and ng. = 5.

Let us start with the symmetry (S) condition. Let n;. = 7 and ny. = 5, and
consider for a moment the outcome x = (2, 4), which is the upper-left point marked
with a black diamond in the grid. This point corresponds to a contingency table
with x1; = 2 successes in group 1 and x5, = 4 successes in group 2. Barnard
argues that observing this table should provide the same evidence against the null
hypothesis as a table with ny;. — x1; = 5 successes in group 1 and ng. — x9; = 1
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successes in group 2, i.e. the table where we interchanged successes and failures.
Indeed, one could argue that instead of testing 6, = 65, we are testing 1 — 6; =
1—06,. Therefore, the two points indicated by a black diamond in Figure [2.2|should
receive the same rank in the ordering. Remark that we can also have a different
type of symmetry in the case that n;. = no.. For example, if ny. = ny. = 5 the
outcome (2,1) would provide the same evidence against the null hypothesis as
(3,4) due to the S condition, but also as (1,2) (and by the S condition also as
(4,3)). This is because we could interchange the labels of group 1 and group 2,
which would yield the same conclusion in the case that the alternative hypothesis
is Hll Ql 7é 02.

The other condition Barnard imposed was the convexity (C) condition, which
states that if the table (x11,z21) lies above the diagonal connecting the outcomes
(0,0) and (7,5), all tables (y11,991) with y1; < 217 and y91 > 9y (at least one
strict inequality) should receive a lower rank than (x11, x91). If (211, 221) lies below
the diagonal connecting the outcomes (0,0) and (7,5), all tables (yi1,y21) with
y11 > x11 and yo; < x9; (at least one strict inequality) should receive a lower
rank than (x11,x91). The idea here is that, say, for the point (2,4), the points
(1,4) and (2, 5) should be stronger evidence against the null hypothesis than (2,4)
itself. This is because these two points indicate a wider difference in the amount
of successes of both groups. If in one group we observe even less successes than we
already had, and in the other one more, we are intuitively more inclined to reject
the null hypothesis that #; = 6,. By a transitivity argument, it should be clear
that all points in the upper-left quadrant of (2,4) should be considered as more
incompatible with the null hypothesis than (2, 4). Due to the symmetry condition,
the same can be said to all points in the lower-right quadrant of (5,1). All these
points are marked with empty diamonds in Figure 2.2]

Barnard’s CSM ordering can now be found in exactly the same way as the first
ordering method we presented, except that now, by symmetry, we only need to
look at the upper-left triangle of points in Figure [2.2] as the outcomes in the lower
triangle will get the same rank as their respective symmetric counterparts. Then,
by convexity, rank 1 should be given to the most upper-left point. From there, to
determine which outcome should be next, we only need to consider the unordered
points such that their nearest upper or left neighbour is already ordered. In this
fashion, we slowly fill up the table with p-values starting from the (0,5) and (7,0)
towards the diagonal between (0,0) and (7,5). We no longer need to compute
P(y;0) 4+ po(x 1)) at each step for each table outcome y which has not yet been
given a rank, but only for the outcomes which we have to consider by the C and
S conditions.

Note that we can also choose to omit either the C or the S condition to construct
an ordering. In the case of omitting the C condition, this entails that each time
we want to assign the next rank, we should look through all points in the upper
triangle of the outcome space which have not been ranked yet. If we were to omit
the S condition, we would have to look at both the upper and lower triangle of the
outcome space; starting from the corners and working our way towards the main
diagonal connecting (0,0) and (n1.,ns.). In the upper triangle, we only look at
the points that have already ordered upper or left neighbours, while in the lower
triangle we only consider the points of which the lower or right neighbours are
already ranked. In Figure[2.3] the way in which we go through the outcome space is
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visualised for the four ranking methods we considered so far; applying both C and
S , only C , only S and applying neither C nor S . In each
lattice, we indicate all points we have already ordered by their respective ranks,
and the points that we would consider next for the ordering by x. The next point
in line will be chosen according to . Of course, if the S condition is applied, we
replace the term P(z11, 221; 0) by the term P(x11, x91;0)+P(ny. —x11,n9.—221; 0) in
, as we group a point and its symmetric counterpart together in the ordering.

Thus, to recap, in Figure [2.3a] we apply both the C and the S conditions, we
fill up the grid from both the (0,5) and (7,0) corners, giving each symmetric pair
the same rank. Hence, both the “upper” and “lower” part will always contain the
same number of grid points. In Figure [2.3b] we remove of the symmetry condition,
so we no longer need to group symmetric points together. We thus have to look
at both the upper-left points and lower-right points as completely separate. This
is also the case in Figure [2.3d] except that now we also remove the convexity
condition and so do not longer restrict ourselves to points which are adjacent to
the ordered points. Finally, in Figure we only apply the symmetry condition
and so can consider each point in the “upper triangle”. The same ranks will be
given to the respective symmetric counterparts in the “lower triangle”. In practice,
“jumps” as illustrated in Figure and Figure (rank 6 and 11 respectively)
will be very rare. Even without enforcing the C condition, we will often end up
with an ordering that satisfies the C condition (or at least does not have any of
the aforementioned jumps) anyway.

0,5 7,5 0,5 7,5
( )1 3 5 7 X -( ) ( )1 3 7 13 x -( )
2 6 X ° . ° . ° 5 11 X . ° . ° °
4 X . . . . . . 8 X . . ° . o X
X21 X21
X L] L] L] L] L] L] 4 X L] L] L] L] L] X 9
L[] L] L] L] L] L] 6 2 L] L] L] L] L] X 12 4
(0’0)' ° e 7 5 3 1(7,0) (0,0). ° . * X 10 6 2(7'0)
X11 X11
(a) Apply both C and S. (b) Apply only C.
0,5 7,5 0,5 7,5
( )1 3 5 7 X X X 0( ) ( )1 3 7 13 x x X ><( )
2 X X X X X o . 5 X X X X X X X
4 X X X e * 6 ] 8 X X X X X X X
X21 X21
X 6 X X . . o 4 X 11 X X X X X 9
X X e e o o o 2 X X X X X x 12 4
X o o o 7 5 3 1 X X X x X 10 6 2
(0,0) (7,0) (0,0) (7,0)
X11 X11
(c) Apply only S. (d) Apply neither C nor S.

Figure 2.3: Each lattice shows which points we would consider next in our or-
dering according to the applied conditions. These points are indicated by Xx.
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2.5 Alternatives to the CSM Ordering

As we have just seen, one can create various unconditional tests by leaving out
the C and/or S condition(s). Essentially, these conditions were only invoked in
order to speed up the process of ordering the set of outcomes. The S condition
furthermore made sure that tables which in our eyes present the same evidence
against Hj receive the same p-value. However, nothing prohibits us from coming
up with different conditions, or even totally different orderings, as long as they are
— in some sense — reasonable. Barnard’s CSM test is in fact just a specific case of a
p-value test, where the p-value is computed using the so-called supremum method.
In such a test, we compute the p-value as

p(x) = sup py(x) = sup P(T(X) < T(x)), (2.23)
0<[0,1] 6€[0,1]

where in the case of Barnard’s CSM test, the value of the test statistic T'(x) was
the rank of the table outcome x, according to the ordering we constructed for
Barnard’s CSM test. However, we might use any other test statistic too. Note
that if we reject the null hypothesis for large values of the test statistic instead,
we should turn around the inequality in . We have shown in Lemma that
this approach always produces a valid p-value, no matter the chosen test statistic.

2.5.1 The \? test statistic

As an example of the supremum method, we could use the chi-square test statistic
x2(X) defined in instead of 7'(X) in (2.23)). For each possible table outcome,
we compute the corresponding test statistic value. Afterwards, as we would reject
the null hypothesis Hy: 6; = 0y = 0 for large values of x?(x), we could define
a p-value as in , with the inequality reversed. This approach has first been
proposed by Suissa and Shuster [15], although they referred to x* as Z2. They also
mentioned that one can use Z2, but showed that if ny. = ny., using Z2 gives the
same results as using Z7.

The chi-square test statistic can also be used in a different way. In the context
of the CSM test, instead of using the S condition defined earlier, we might also
define another symmetry condition (S, ) where table outcomes which have the same
x2-value are grouped together. Note that if two tables are symmetric according to
the S condition, they are also symmetric according to S,. Indeed, suppose we have
the symmetric pair x = (211,221), ¥ = (Y11,%21) = (n1. — T11, No. — T21), Where y
is just Table [I.1| with the columns flipped. That is, y11 = x12, Yo1 = Xa2, Y12 = Z11,
and Yoo = x21. But then immediately shows that

(37111’22 - 96129321)2”.‘ (y12y21 - y11y22)2n~
X*(x) = = = X’(y)-
T1.M92.M.1 1.9 n1.M2.M.21 .1

Similarly, if ny. = no., the outcomes z = (211, 221) = (n.q —x11, 0.1 — T21) (Table
with the rows flipped) and w = (ny. — 211, n2. — 291) (Table with the rows and
columns flipped) are also deemed as symmetric counterparts of x. Since z1; = o1,
Zo1 = X11, Z12 = To9, and 29y = x19, we then have

(95115U22 - $125U21)2n.. (221212 - 222211)271..
X (x) = = X’ (2).

T1.M92.M .11 T92.11.M .91
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From the equality of x?(y) and x?(x), it then trivially follows that y*(w) = x*(x)
too. The reverse implication is however not necessarily true; as long as the factor
(11222 — x12$21)2 and the marginal totals remain constant, we might construct
tables which are symmetric to x according to S,, but not according to S. A trivial
example of this can be found in the space of tables with (n;.,ns.) = (10,10) (or
any outcome space with ny. = no.). Here, all tables with x1; = x2; necessarily also
have x15 = 9o and thus 11299 — T12221 is automatically zero. Consequently, tables
like (9,9) and (5,5), which are definitely not symmetric according to Barnard’s S,
are symmetric according to S,. A less trivial example occurs at, amongst others,
(n1.,m2.) = (3,6). There the tables (1,5), (2,6), and (3,3) all have a chi-square
value of 9/4, but are clearly not symmetric according to S.

Splitting up the set of outcomes into (equivalence) classes of symmetric tables
according to S thus leads to more classes than when splitting according to S,,.
This has computational implications. The fewer groups of tables one needs to go
through, the faster the maximisation procedure will be. However, also note that
if we have fewer, larger groups of tables, we also have less possible ways in which
to construct a sum of P(-;#)-functions that is as flat as possible. To make sense
of this intuitively, consider again Figure 2.1 If the symmetry groups are larger,
we will have a small number of “thick layers” which we are able to use to make
a stack of functions that is as flat as possible under the given significance level
a. However, with smaller symmetry groups, we will have a larger number of “thin
layers”, which allows us to “fine-tune” the stack of layers a bit more. This leads
us to expect that in general, symmetry conditions that result in fewer symmetry
groups, will yield in a quicker, but less powerful test, as it will be more difficult to
construct a stack of P(-;0)-functions as close to a as possible, which potentially
misses out on some power.

A final application of the chi-square test statistic is as a possible tie-breaker.
It could happen that while building up the ordering, we encounter at a certain
point that two possible candidates minimise the supremum in . In that case,
we could compute the value of the x? test statistic for both tables and pick as
the next table in the ordering the one with the largest value. Such a tie happens
for example when ordering the outcome space of 2 x 2 tables with group sizes
(n1.,n2.) = (9,7). After ordering 34 out of the 40 possible symmetry groups of
tables, there are six candidate groups to be the next one in the ordering and
receive rank 35. Two of these, the tables (z11,221) = (4,4) (with its symmetric
counterpart (5,3)) and (z11,291) = (5,4) (with its symmetric counterpart (4, 3))
both reach the same maximum

34

sup {P((4, 4);:0) + P((5,3):0) + > P(x:0) } — 07865601,
0€[0,1] i—1
34

951[1[)} {P((5, 4);0) + P((4,3);0) + Z P(x4; 9)} = 0.7865601,
€, Py

which is also the lowest maximum out of the 6 maxima for all possible candidate
groups. We thus have a tie: which of these two groups should receive rank 357 If
we use the chi-square test statistic as a tie-breaker, we first compute the sum of
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test statistic values for both groups,
X2(4,4) + x*(5,3) = 0.508,
X2(5,4) + x*(4,3) = 0.008.

Since the group consisting of the tables (4,4) and (5, 3) has the largest sum of test
statistic values, it is considered as “more extreme” in a chi-square sense. Therefore,
these two tables will receive rank 35.

2.5.2 Using the mean value of P(-;6)

Another p-value test is inspired on one of the functionals Barnard introduced in
his CSM paper [13]. Although he only considered supye(o ;> P(+;0) to get rid of

6 in the rest of his paper, he also mentioned the mean value f01 P(+;0)df. The idea
here is to use to mean value as a measure for how (un)likely a table outcome is
under the null hypothesis. The smaller the mean value, the more extreme the test
outcome. Important to note is that the mean values of the P(-;#)-functions are
easily computed, as we recognise a beta function with integer arguments:

1 1
/ P(x;0)d0 = / ("1) (”Q')H”'l(l —0)"2df
0 0 Z11 T21
= <n1) (nQ')B(n.l +1,ny+1)
T11 T21

- (lel) (Z;) % (2.24)

Apart from basing an ordering solely on this mean value, we can instead, just
as with the chi-square test statistic, use it to determine equivalence classes of
“symmetric” tables. Tables with the same value of will be grouped together.
We will refer to this symmetry condition as the Sy condition, indicating we are
using the area (or Volume for larger tables as we will see in Chapter {4)) under the
P(x;0)-function. Tables which are symmetric according to Barnard’s S condition
are symmetric according to Sy. A small computation can convince the reader
that swapping columns (and rows if n;. = ns.) does not change the value (2.24).
The reverse implication is in general not true, take for example (ny.,n2.) = (4, 3).
Both (3,3) and (3,2) have a P(-;#)-function with mean value 1/14. Furthermore,
this same counterexample can be used to realise that Sy does not imply S,. The
counterexamples from[2.5.1]also serve as evidence that S, does not imply Sy either.
However, in the case that ny. = ns., we do suspect that Sy implies S. Although not
a proof, we have confirmed that Sy and S yield the same symmetry groups in all
outcome spaces up to ny. = ng. = 150. We will come back to this in Section [£.2.4]

Alternatively, we can use this quantity as a tie-breaker as well and choose the
table with the smallest mean value as the next one in the ordering. If we would
apply this method to the tie discussed in Section [2.5.1], we would find that

/1 P((4,4): 0)d6 + /1 P((5,3): 6)d6 = 0.040,

/1 P((5,4): 0)d0 + /1 P((4,3): 6)d0 = 0.045.

Therefore, we would again assign rank 35 to the tables (4,4) and (5, 3).
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2.5.3 Boschloo’s test

Let us finish this section with another well-known special case of the supremum
method; Boschloo’s test, which makes use of the p-value of another test as a test
statistic. Originally, this test was designed as an unconditional improvement of
Fisher’s exact test, and is by construction uniformly more powerful than Fisher’s
test [16]. Similar tests have been proposed by MacDonald, Davis and Milliken [17]
and Crans and Shuster [18]. Recall that for Fisher’s exact test, we consider as our
set of possible outcomes, all tables which had the same margin totals. Conditional
on Xi1 + X9; = n.q, we found that X;; had a hypergeometric distribution. Based
on this, we could then construct the largest possible critical region K such
that «,,, = P((Xn,Xgl) € Ky | X+ Xy = n.l) < «. Consider the example
in Figure [2.4 There we again visualise the outcome space Q of (X1, Xo1) with
ny. = 7 and ny. = 5. Suppose we observe the outcome (2,1) (i.e. n.y = 3). Then
Fisher’s exact test, for some significance level «, will only consider all outcomes
lying on the dotted line n.; = 3, and we will end up with the critical region
K¢ ={(0,3)}, as indicated by the black diamond on the n.; = 3 line.

(0'5)0 R
’ . . . W e o
© ez RS N
. . f . . @ ‘ o
(0’0)\-\ . e @ 0 e 0 0(7 0)
X11

Figure 2.4: The outcome space €2 for an experiment where X;; and X, are bi-
nomially distributed with parameters (7, 6;) and (5, 62) respectively. The diagonal
lines link table outcomes with equal values of n.;.

Boschloo argued that the significance level « is in fact a conditional level, in the
sense that the probability of wrongly rejecting Hy, conditional on X114+X5; = n.q is
at most a.. One can also associate an unconditional size o with «; the probability of
wrongly rejecting Hy when any arbitrary table outcome is observed (with possibly
another value for n.q, i.e. lying on another dotted line in Figure . By the law
of total probability, this unconditional size is easily seen to be a function of the
nuisance parameter 6:

o/ (0) = Py((X11, Xo1) € K%)= > v, Po( X1 + X = m1), (2.25)
n.1=0
where K¢ := (J" _( Ky is the union of all Fisher critical regions, where we

run through all possible Values of X171 + Xo;1. In Figure 2.4] this corresponds to
the set of all black diamonds. Boschloo observes from a numerical experiment

that this unconditional size is often much smaller than «, even at its maximum

Oppax i= MaXge(o,1) @ (0). As we will see later, this is in line with the often stated

max

critique that Fisher’s exact test is very conservative. Boschloo’s idea to increase
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the unconditional size, such that it lies closer to the level « (but still smaller than
@), is to raise the conditional level. That is, by performing Fisher’s exact test at
a higher level, say v > «, each critical region K7 would increase to K,/ . In our
example, this raising led to the addition of (3,0) to the critical region K¢, giving
K3 ={(0,3),(3,0)}. This is indicated in Figure[2.4 by the empty diamond at (3,0).
Doing this for all values of n.; gives the larger unconditional critical region K7, and
thus also a higher unconditional size. Note that it need not to be the case that each
conditional critical region K is strictly larger than K¢ (recall that we are deal-
ing with discrete distributions!). By numerical computation, Boschloo could find
for a given table the largest value 4’ such that sup,ep Pg((Xn, Xo1) € KV/) <a.
Alternatively, we can write the restriction for 4/ in terms of the Fisher p-value
(2.13)). The raised conditional level 7/ is the largest value such that

sup Py(pr(Xi1, Xo1) <7') < a. (2.26)
0€[0,1]

In his paper, Boschloo computed the +'-values for tables of sample sizes up to 50
[16]. For general tables, finding 7' would require iteratively raising the conditional
level until a suitable value has been found. However, as mentioned without proof
in [12], it turns out that this method is equivalent to Barnard’s test where the
ordering is determined by the p-values of Fisher’s exact test. The big advantage of
this is that we can write Boschloo’s test as a p-value test, instead of as a procedure
which only returns a critical region. Indeed, in its current form, Boschloo’s test does
not really have a clear-cut p-value, other than maybe the corresponding Fisher p-
value, which we should compare with the raised level 4" in order to decide whether
or not to reject.

Proposition 2.4. Boschloo’s test of rejecting the null hypothesis whenever pp(x) <
v, where «/ is the largest number such that (2.26) holds, is the same test as the
p-value test where we reject Hy whenever pp(x) < «, where

pe(T11, 721) = 51[1p] Py(pr(Xi1, Xo1) < pr(11,721)). (2.27)
0€l0,1
We will call pp(x) the Boschloo p-value. Before beginning with the proof, let
us state a useful property of valid p-values.

Lemma 2.5. Assume that p(X) is a valid p-value. Then p(0) = p(n) = 1, where
0 and n are the table outcomes (0,0) and (n;., ns.), respectively.

Proof of Lemma[2.5. Suppose that p(X) is a valid p-value. We will show that
p(0) = p(n) = 1. Recall that a p-value is valid whenever P(p(X) < a) < « for all
6 € [0,1] and « € [0, 1]. In particular, for § = 0 and « € [0,1], Py(p(X) > a) >
1 — a. However, since Py(X = x) = Lx—0}, we must have for all a € [0, 1] that

Po(p(X) > a) =) Po(p(X) > a | X = x)Pp(X = x)

=P(pX)>a|X=0)>1-a (2.28)

Now suppose that p(0) < 1. Then there exists an « € [p(0), 1). But then, if X = 0,
p(X) < aand so Py(p(X) >a| X =0) =0 < 1 — «, which contradicts ({2.28)).
Thus we need p(0) = 1. Repeating this argument for § = 1 yields p(n) = 1. O
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Proof of Proposition|2.4. Firstly, one key observation should be made. Although
one can vary «y continuously within [0, 1], it suffices to consider only the possible
Fisher p-values as possible values for 7. Indeed, suppose that we have found 7’ such
that it is the largest value such that holds. Moreover, let us order the Fisher
p-values corresponding to each possible table outcome in 2 in a sequence p) <
P2 < oo < D((ny.+1)(n2.41)) = 1. This last inequality follows from Lemma , and
is a nice property of valid p-values.

Now, if 7" < p(), the unconditional critical region would be empty. Hence,
Boschloo’s procedure leads to an empty critical region. By , we know that
SUPge(o,1] Py (pF(XH, Xo1) < p(l)) must be greater than a. For a,b € €2, we clearly
have

pr(a) < pp(b) <— 021&]191] Py(pr(X) < pr(a)) < ezl[tpl] Py(pr(X) < pr(b)).
| | (2.29)

Therefore, if a is such that pq) = pr(a), we also have that pg(a) is the smallest
possible Boschloo p-value. But then, all the Boschloo p-values are greater than «,
and so the critical region from the supremum method with the Fisher p-values as
test statistic is also empty. Hence the two test procedures yield the same conclu-
sion. Remark that the right-to-left implication in (2.29)) is only true because pg(a)
and pr(b) are Fisher p-values themselves, and thus possible values of pr(X). If we
would substitute these two numbers by arbitrary constants ¢; and ¢y, the right-
to-left implication does not hold as we might have p(;y < ¢; < ¢ < p(j41) for some
je{l,...,(n. + 1)(na.+1) — 1}, such that on the right-hand side we have

sup Py(pr(X) < a1) = sup Py(pr(X) < ),
0el0,1] 0el0,1]

while ¢; > ¢s.

If v/ were to be 1, that would mean that the whole sample space would be
the unconditional critical region. By , since pp(Xi1, Xo1) < 1 no matter the
value of #, we would realise that 4 = 1 only occurs if & = 1 too. In this case both
Boschloo’s procedure and Barnard’s test with the Fisher p-value ordering lead to
the same critical region, being the whole sample space, as all p-values are always
smaller than or equal to 1.

Therefore, let us disregard these two trivial cases and suppose that 7' € [p)y, 1).
We can then find k € {1,..., (n1. + 1)(no. + 1) — 1} such that pyy <" < p+1)-
But then, since the outcome space is discrete, we clearly have for all § € [0, 1] that

sup Py(pr(Xi1, Xo1) <4') = sup Pe(pF(Xu,Xm) < p(k))>
0€[0,1] 0€[0,1]

and that

sup Pp(pp(Xi1, Xo1) <7') < sup Py(pr(Xi1, Xo1) < puesn)),
0€[0,1] 0€[0,1]

since X(x+1) has a nonzero probability of being observed for § € (0, 1). By (2.2, we
also know that supgpep 1) Fo (pF(XH,Xgl) < p(k+1)) > «a. Consequently, we might
just as well use p() as our raised conditional significance level instead of 7/, as it
will include exactly the same amount of table outcomes in the critical region.
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However, the above means that if we observe an outcome x, we will reject the
null hypothesis using Boschloo’s procedure if and only if:

pr(x) <7 = max {’Y : s?p] Po(pr(X) < v) < 04}
0€[0,1

— pr(x) < max {PF(Y) : 0?[%)1)1] Fy(pr(X) < pr(y)) < Oé}

< Jy € Q:pp(x) < pr(y) and 51[1p] Py(pr(X) <pr(y)) <«
90,1

< pp(x) = s?p] Py(pr(X) < pp(x)) < a,
6elo,1

which is equivalent to rejecting the null hypothesis using the supremum method
with the Fisher p-value as a test statistic. In the last equivalence, the reverse
implication is satisfied if we take y = x. ]



CHAPTER
THREE

HOW TO GET RID OF THE NUISANCE PARAMETER

In the previous section, we have discussed three types of tests for contingency
tables. In each of these tests, we have encountered in one way or another the un-
known parameter 6; the common value of the probabilities #; and 65 under the null
hypothesis. In particular, for each of these tests, we employed a different method
to get rid of the unknown 6. For the asymptotic chi-square test, we estimated
0 away by replacing it with the maximum likelihood estimator 0. In the case of
Fisher’s exact test, we avoided dealing with 6 because we conditioned on both
table margins. Finally, Barnard’s CSM test (and the variants where we left out
the C or S conditions) removes the dependence on 6 by maximisation. These three
techniques are just some of the possibilities when eliminating nuisance parameters,
as illustrated by Basu [19).

3.1 Barnard and Fisher’s initial correspondence

As can already be seen from the correspondence between Barnard and Fisher in
Nature throughout 1945 |20]-[22], the introduction of the CSM test sparked a lot
of discussion about the way one should eliminate the nuisance parameter in exact
tests. Estimating 6 away in the case of asymptotic testing is a common practice,
and does not come with much controversy. However, in the case of exact testing,
whether or not one should condition on the (n.1,n.5)-margin, has been debated up
to this day.

In 1947, Barnard elaborated on his CSM test, which he claimed was a more
powerful alternative to Fisher’s exact test [13|. An often expressed criticism of
Fisher’s test is indeed that it is a “very conservative” test. This has been mentioned,
amongst others, by Pearson |23|, Gail and Gart |24] and D’Agostino, Chase and
Belanger [25|, who pointed out via computational examples that the size of the
exact test is in many cases, in particular with small sample sizes, a lot smaller
than the nominal significance level. They either explicitly discourage the use of
the test, or limit its appropriateness to certain experimental setups. For example,
in 1947 too, Pearson treated in great detail Barnard’s three abstract pictures we
have seen in [2.3} the comparative trial, independence trial and double dichotomy.
He described the independence trial in a medical context, where n;. out of n.
individuals would receive one treatment whereas the remaining n,. = n.. — ny.

27
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individuals would receive another treatment. A certain reaction “A” would be
observed with 17 and x9; individuals respectively. The null hypothesis would then
be, in the words of Pearson, that “while some individuals show reaction “A” and
some do not, the result would be the same whichever treatment were applied as far
as these n.. individuals are concerned”. In other words, under the null hypothesis,
there will always be n.; = x1; + x9; individuals who will react and no, =n.. — n,
who will not, were we to repeat the experiment. It is for that reason that Pearson
deems Fisher’s approach of fixing all table margins as appropriate. According to
Pearson, a repetition in this setting would entail solely a random reassignment of
the treatments over all individuals. He also notes that a repetition might not be
possible at all, as the reaction “A” could be for instance death, and the experiment
only concerns the selected n.. individuals.

The distinction between the different experiment types which may lead to
the same contingency table, is what according to Pearson led to the controversy
between Fisher and Barnard. Later that year, Barnard published a second article,
in which it became clear that the disagreement was rooted in the — in Fisher’s eyes
—ill-defined concept of a reference set in the Neyman—Pearson theory of hypothesis
testing [26]. For one to be able to talk of a significance level, which is nothing else
than a probability of a certain set of outcomes occurring, one should refer to a
set of possible outcomes, over which one can compute this probability. Barnard
describes a modified version of an example given to him by Fisher, in which it is
not clear what the reference set should be.

Consider a bag of flower seeds; each flower known to be either white or purple.
We want to test the null hypothesis that the proportion of white (w) and red
(r) seeds in the bag is equal. That is, if we let ¢ be the probability of a seed
turning into a white flower, we want to test Hy: ¢ = 1/2 against Hy: ¢ # 1/2.
To do this, we take n = 10 seeds out of the bag at random and plant them. There
is a nonzero probability of the seed not coming out and hence not growing into
a flower. If we let ¢ be the probability of a seed coming out, then the number
S of seeds coming out is can be assumed to be binomially distributed with n
trials and success probability . Only S = 9 of the 10 seeds eventually come out
and lead to a flower. All of these 9 flowers are white. If we define C' to be the
number of white flowers, then C' | S = s is binomially distributed with s trials and
success probability 1. Depending on what we think should be the reference set,
we can now come up with two different p-values for this observation. We could
say that we should compute the p-value solely based on the possible outcomes of
9 seeds leading to flowers. This would imply we could reject the null hypothesis
at the level 2 - 272 = 278 since the outcome of 9 white flowers under the null
hypothesis is just as unlikely as the outcome of 9 red flowers. However, we could
also take as our reference set all possible outcomes of a hypothetical repetition of
the experiment; in which another number of seeds might have led to flowers. In
that case, we would reject the null hypothesis at the level 278¢" instead. Because
of this, someone with green fingers (¢ close to 1) would end up with a higher
significance level than someone who is not a good gardener (¢ closer to 0). Thus
a worse gardener would be rewarded with stronger evidence against H,, which
makes no sense according to Fisher. Therefore, he argues, one should condition on
anything which bears no information about the parameter of interest, .

The same line of reasoning should be used in the setting of contingency tables,
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to answer the question whether or not one should condition on the total number
of successes/failures (n.;,n.5). Fisher was of the opinion that, just as the number
of seeds which lead to a flower in the example, the total number of successes holds
no information on the success probabilities in both experiment groups. Although
Barnard initially attempted to resolve this issue in the framework of the CSM test
in his second 1947 paper [26], he remained unsatisfied about this solution. Private
correspondence with Fisher ultimately led Barnard in 1949 to reject his CSM test
[27].

3.2 Ancillarity

The flower example actually contains the main idea in favour of conditioning on
both table margins. It is the view of proponents of conditioning, which include
Fisher, Yates, Cox and thus also Barnard, that when performing inference one
should always condition on all almost ancillary statistics. The term ancillary
statistic has originally been coined by Fisher |28|. Since then, a lot of effort has
been spent defining and researching the concept (see for example the review by
Ghosh, Reid and Fraser [29] and the references therein), with many different defin-
itions as a consequence. We employ here the most general definition, as stated by

Reid [30].

Definition 3.1. Given a parametric model fx(x;@) for a random vector X, we
say that a statistic T := ¢(X) is ancillary for the parameter 0 if the distribution
of T does not depend on 6.

In the case of the flower example, if we set X = (C,9)T, 8 = (v, )T, and
T = 5, since the amount of seeds S that comes out contains no information about
the probability ¢ of a seed turning into a white flower, we can write

fx(eisivng) = faste | sv)fatsi o) = s - oo (T) -0, )

That is, S is an ancillary statistic for v, and we should condition all inference
about ¢ on S [31]. We will return to this “Conditionality Principle” in Section [3.4]
This example, where we condition on an ancillary statistic in order to make the
inference about 1 as relevant to the data as possible, is the standard application
of ancillary statistics.

However, in the presence of nuisance parameters, ancillary statistics are often
used to try to remove the nuisance parameters [29|, as is the case with hypothesis
testing on contingency tables. If, in the flower example, we would regard ¢ as a
nuisance parameter, we could see that by conditioning on .S, we managed in (3.1))
to isolate a part of fx not involving ¢, on which we could base our inference about
1. Because the remainder fg does not depend on 1 anymore, we do not lose any
information on 1 by only considering fes.

Notice the addition almost we made just before defining ancillarity. It turns
out that, in the setting of Table , the margin (n.1, n.2) is actually not an ancillary
statistic for the parameters (6, 62). To show this, we follow the reasoning of Little
[31]. In his paper, he rewrites the null hypothesis in to Hy: ¢ = 1, where
= 01(1 — 03)/(02(1 — 7)) is the odds ratio. Furthermore, he defines the odds
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product ¢ := 60105/((1 — 6;)(1 — 5)). This reparametrisation allows us to rewrite
the probability of observing Table [I.T],

fX11,X21(51711751721§ o1, 92) = P91,02(X11 =11, Xo1 = 9321)

nq. _ Nno. _
_ fr1 (1 — @)t 211 fr21 (1 — @)z 221
(0 Yo (2 Yogia - oo

in terms of one parameter which is of interest to us for our hypothesis test; the
odds ratio 1, and one nuisance parameter ¢. Using that /1o = 0;/(1 — 6;) and
that \/p/1 = 05/(1 — 6,), a quick computation shows that

e ()

If Ny := X1; + X5; were an ancillary statistic for v, we would be able to factorise

an,N.l($117n~1;1/1790) = qu|N.1($11 | n-1;¢)fN.1(n-1; 90), just as in " However,
using that xe; = n.; — x11, one can quickly see from (3.2]) that

Frvns (11, n13 b, ) = (lel) (n,lnf’xn) (1 +1/\);1) (1 %)

= fxuva (@ | nas ) fa, (nas ¢, @),

Ixi1,%01 (T11, 2150, ) = ( (3.2)

where . .
1. 2.
(:)311) (n.1 mll)wxll
Z?:l'o/t/r;‘,‘ll—ng ( 7 )<n1 ’L)wl

is a well-defined probability density function which no longer depends on ¢ but

where
Vel i e (1) ()Y
(L) (14 Vere)

is still a function of ¥. Although we can factor out the nuisance parameter ¢ from
the distribution of X1; | N1, the distribution of N, is dependent on 1. Hence N,
is not ancillary for ¢). Compare this to the flower example, where the second factor
in does no longer depend on E|

The reason the (n.;,n.)-margin is seen as almost ancillary, is nicely illus-
trated by Kalbfleisch and Sprott [32]. Just as Little, they split up the density
fx11.84 (211,139, @) into a part which only depends on ¢, and another part con-
taining both v and the nuisance parameter, where “any information contained in
1 is inextricably tied up with the unknown nuisance parameter”. Instead of using
the odds product ¢ as the nuisance parameter, they used 65, such that 6; could
be written as ¥fy/(1 — 0y + 105). We will repeat their argument using ¢ and ¢

fxing (@ [ s ¢) = (3.4)

S (nasi, ) = (3.5)

IKalbfleisch and Sprott |32] mention that although the distribution of N.; still depends on
1, it would have still been possible for the distribution to carry no information on ¢ whenever
the nuisance parameter ¢ would be completely unknown. This would be the case whenever this
distribution would only depend on a parameter ¢(1, ¢) that is an injective function of ¢ for each
1, so that v is not identifiable. They argue that this cannot be achieved here however;
definitely contains some information on .
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instead, which should not — and will not — yield any different conclusions. The
residual factor contains some information about . Therefore, by using only
for inference about 1, we lose that information and Kalbfleisch and Sprott
refer to the likelihood £(1);x11,m.1) coming from fx, v, (211 | na;%) as an ap-
proximate conditional likelihood. In order to say something about the amount of
information that is lost by only considering for inference, Kalbfleisch and
Sprott look at what they define as the maximum relative likelihood of v

Sup(pe[(],oo) fN.l (n17 w7 SO)

Rag () = .
M( ) Supw,we[ﬂ,oo) fN.1(n~1;¢790)

(3.6)

The argument now goes as follows. If this Ry/(¢) is an almost constant function
of 1, the approximate conditional likelihood ¢(1); x11,n.1) will be very close to the
actual likelihood coming from (3.3). Not knowing anything about the nuisance
parameter ¢ could be seen as being able to choose any value for ¢ we want. In
particular, for any value of 1, we can choose ¢ as the MLE ¢(v) of ¢ given . If
Ry(1) is almost constant, this would make each value of ¢ equally likely. That
is, Rys(¢) and thus also fx,(n.1;9, ) carry little information on 4 if we do not
know anything about . This would then justify conditioning on (n.;,n.).

Kalbfleisch and Sprott investigated Rj;(¢)) for a specific contingency table
with data from Chinn, Noell and Smith [33] on the effectiveness of dramamine in
preventing seasickness, given in Table [3.1]

Not Sick Sick
Dramamine 31 3 34
Placebo 18 12 | 30
49 15 | 64

Table 3.1: Effectiveness of dramamine in preventing seasickness [33].

On the left in Figure [3.1], we have reproduced Figure 1 from Kalbfleisch and
Sprott 32|, which shows Rj/(1) and the relative conditional likelihood C'R(¢)) =
C(h; 211, m.1) [ SUDye(o 00y £ (15 T11,12.1). We obtain the same picture whether we use
the parametrisation (1, f3) or the parametrisation (¢, ¢). This should not come as
a surprise, as CR(1) and Ry(1)) are functions of only ¢ anyway. For Ry (¢) we
“maximised away” the nuisance parameter and we are taking ratios of likelihoods
so there should not be any difference. Kalbfleisch and Sprott found the Ry (v)-
function sufficiently constant in order to conclude that carried a negligible
amount of information on v, and that consequently conditioning on (n.;,n.) is
justified.

However, when changing the data to the contingency table shown in Table [3.2]
repeating the same procedure yields the right plot in Figure [3.1} Although on a
different scale, the C'R(v)-function looks rather similar to the one of the original
data. However, it is quite a stretch to claim that Ry (v)) is also an approximately
constant function of ¢ right now. The argument in favour of conditioning does
not seem to hold up in this case. Whether or not the (n.;,n.s)-margin can be
seen as ancillary seems to be dependent on the specific contingency table under
consideration.

Finally, as a small side note, it is worth mentioning that in the case of a 2 x 2
independence trial and a 2 x 2 comparative trial, the sample sizes n;. and ns. are
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Not Sick Sick
Dramamine 31 3 34
Placebo 2 28 130
33 31 | 64

Table 3.2: Alternative outcome to the effectiveness study of dramamine.

0 200 400 600 800

14

Figure 3.1: CR(¢) (solid) and R/ (¢)) (dashed) for Tables (left) and
(right).

fixed. In particular, their distribution (as far as we can speak of one) does not de-
pend on (01, 62), and hence (n;.,n2.) can be seen as an ancillary statistic for (61, 65).
After all, conditioning on the (n;.,n,.)-margin does not result in controversy.

3.3 Berkson’s dispraise

For Berkson, the fact that N, is not ancillary for v is one of the main reasons to
denounce the conditional exact test [34]. In his 1978 paper, he compares the size
and power of Fisher’s exact test with that of the chi-square test (with and without
Yates’ correction) for given nominal significance levels, for a one-sided alternative
hypothesis, with different values of ni. = ns.. Just as with many of the critiques
of Fisher’s test, Berkson stresses the conservative behaviour of the exact test. The
size of the test is, for many of the situations Berkson worked out, “considerably
smaller” than the nominal significance level.

Apart from this numerical comparison, Berkson considers the ancillarity argu-
ment. He refers to Fisher’s 1935 paper, in which the latter said that

“if it be admitted that these marginal frequencies by themselves supply
no information on the point at issue, namely, as to the proportionality
of the frequencies in the body of the table, we may recognise the in-
formation they supply as wholly ancillary; and therefore recognise that
we are concerned only with the relative probabilities of occurrence of
the different ways in which the table can be filled in, subject to these
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marginal frequencies.” [35]

Berkson questions what is meant by “information that is wholly ancillary”, and
continues to argue that the (n.1, n.9)-margin contains information about the counts
in the table.

First, he points to one of his other writings [36], in which he looks at all
possible outcomes of the contingency table with n;. = no. = 5 and computes
the Fisher p-values in order to perform the one-sided test Hy: 6; = 6, against
H,: 0, > 60, at the level @ = 0.05. Because the test is one-sided, he only looks
at the tables where 6, > ég, i.e., x11/n1. > x91/ny. and thus xq; > x9;. This is a
total of |{(z11,221) : 0 < x9; < 217 < 5}| = 21 tables. In the cases that n.; =0 or
n.; = 10, the table is trivially exactly determined, as we need z;; = 0 or x1; = 5
respectively. The corresponding Fisher p-value is 1, and there is no significant
difference in the observed success proportions (they are either both 0 or both 5).
In total, for 8 out of the 11 possible values of n.;, Fisher’s exact test does not
indicate a significant difference at the a = 0.05 level, while for the remaining
three values of n.;, namely 4, 5 and 6, there was a 1/3 probability of observing
a significant difference (for the tables (4,0), (5,0) and (5,1)). This, for Berkson,
was evidence that the (n.;,n.o)-margin bears information on the proportionality
of A, and 6s.

As a second argument for that, Berkson also cites Plackett [37], in which the
latter tries to estimate (A, @) := (log (61(1 — 62)/(02(1 — 61))),log(02/(1 — 65))),
which is the linear logistic transformation of (1, 65), via the likelihood approach.
Plackett shows that A € {0,400} is required in order for the score function to be
zero. At A =0 (and ¢ = log(n.1/n.s), so 0; = 6 = n.i/n.), the likelihood reaches
a saddle point, with two rising edges as A — +oo, which are asymptotically
horizontal. These asymptotic maxima correspond to

01 = Eﬂ{’n.lgnl.} + @]l{n.1>n1.}7 02 = 07 for A = 00, (37)
ni. To.

and
N.g

0, =0, 6, = %]‘{’WlSTL}} -+ ﬂ{n.1>n2_}, for A = —o0. (3.8)
2.

.
Because these ML estimates are purely functions of the margins, Berkson said that
it “would hardly be possible if the marginal totals contained no information for
judging whether 0; = 605" |34]. Plackett himself on the other hand, was less con-
vinced. He felt that his findings were actually corroborating Fisher’s “intuitive view
that the likelihood function provides little information about A” |37]. For example,
he mentioned that for ni.,n.;,n.. — oo in fixed proportions, the score equation
is satisfied for all values of . Furthermore, Plackett shows that “application of
likelihood ratio tests for Hy: A = 0 has been inconclusive”.

Interestingly enough, Berkson does also sketch a line of reasoning in which he
sees how someone could prefer the exact test. In particular, according to Berkson,

“it may be argued that, once the marginal totals have been observed,
it does not matter what might have happened, or what will happen in
the next experiment or what plan was in the mind of the experimenter
when he obtained the data, we judge on the evidence before us.” [34]
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This is reflected by Plackett’s ML estimators and , which do not care
about how we came to the observations we observed; they are the same regardless.
This seems to agree with Fisher; who also sees the marginal totals as a “given”,
on which one should condition in order to perform any further inference. Failing
to do so would take into account experiment outcomes which are not relevant.
Consequently, the table outcomes given the marginal totals are hypergeometrically
distributed, and Berkson agrees that Fisher’s exact test with randomisation is the
appropriate one. It seems that Berkson’s issue with Fisher’s position lies more in
the statement that the marginal totals contain (almost) no information about the
table, instead of the act of conditioning itself.

The randomised exact test, where we perform Fisher’s exact test in combin-
ation with an independent Bernoulli experiment in order to exactly reach the
desired level of significance, has been shown by Tocher [38]| to be the uniformly
most powerful unbiased (UMPU) test for testing Hy: 6, = 02 against a one-sided
alternative (Hy: 61 > 05 or Hy: 07 < 05). Recall that a test with significance level «
and power function 3(0) is called uniformly most powerful unbiased (UMPU) if for
all other unbiased tests of level a with power function 5'(0), we have 3(0) > 5'(0)
for all @ € ©,. A test is unbiased if there are no values of 8 € ©; for which accept-
ance of Hy is more likely than for some cases in which Hj is actually true. That
is, 5(0) < a for 8 € Oy and (0) > « for 8 € O, [39].

Although one might interpret the randomised version of Fisher’s exact test
being UMPU as the response to the power argument often used by proponents
of unconditional tests, one should keep in mind that randomised tests are unac-
ceptable for practitioners. The conclusion of the test should not be dependent on
some random event unrelated to the actual experiment. Furthermore, one should
also recall that a test being UMPU is not the same thing as a test being uniformly
most powerful (UMP). Indeed, Suissa and Shuster [40] object to striving for a test
to be UMPU as if it is some kind of optimality criterion. They show that when
testing the equality of two binomial proportions, one can in fact come up with a
biased test that is more powerful than the randomised version of Fisher’s exact
test.

3.4 The Conditionality Principle

Essentially, Berkson brings up the question to which extent one should accept
the Conditionality Principle (CP), which states, according to Little [31], that one
should always condition on all ancillary statistics for a parameter in order to do
inference on that parameter. It seems that Little argues that should one be in
favour of the conditional test, then one should agree with CP. However, accepting
CP has implications of its own. Birnbaum [41]| proved that if one considers this
Principle to be true, and additionally accepts the Sufficiency Principle, defined
in Definition [3.2] one should logically also accept the controversial Likelihood
Principle, defined in Definition [3.3] The definitions are due to van der Meulen [6].

Definition 3.2 (Sufficiency Principle; SP). If T is a sufficient statistic for the
parameter 1), then two observations x and x’ which satisfy T'(x) = T'(x’) must
lead to the same inference on .
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This Principle essentially motivates the definition of a sufficient statistic; all
the information the data carries about 9 can be summarised with a sufficient test
statistic.

Definition 3.3 (Likelihood Principle; LP). All the information an observation x
carries about ¥ is fully contained in the likelihood function L(¥;x). If for two ob-
servations x and x’ depending on ¢, possibly via different experiments, there exists
a constant ¢ such that L(J;x) = cL(d;x’) for every possible ¥, both observations
lead to the same inference on .

The LP does not agree very well with the significance testing we have done so
far. Little mentions the classical example of testing the null hypothesis Hy: ¥ =
1/2, with ¥ the success probability of independent Bernoulli trials. We can now
come up with two experiments; one with a fixed number of 6 trials in which we
measure the amount of successes, and one where we perform trials until we have
reached one success. If in the former experiment we observe one success, and if in
the latter we need to perform 6 trials, both experiments will yield the likelihood
function ¥(1 — 99)°. The first (binomial) experiment is easily shown to yield a p-
value of 7/64, while the second (negative binomial) experiment yields a p-value of
1/32. This clearly violates the Likelihood Principle.

Although not explicitly stating it, it seems that Little implies that proponents
of the conditional test, essentially apply the CP and must therefore also accept
the LP, which completely denounces classical hypothesis testing (including the
conditional test itself). It is unclear how serious one should view this apparent
contradiction. On one hand, as one is actually allowing conditioning on almost
ancillary statistics with the conditional test, we doubt whether Birnbaum’s res-
ult would still hold. Indeed, in the proof of the result, Birnbaum considered two
experiments which yielded proportional likelihoods, and introduced a mixture ex-
periment which picked one of the two experiments depending on the value of a
binary ancillary statistic. However, if now instead of an ancillary statistic, we are
also allowed to base the mixture experiment on an almost ancillary statistic, con-
ditioning on the outcome of this statistic need not yield one of the two original
experiments.

On the other hand, Birnbaum’s theorem itself has generated a fair amount
of debate of its own. Doubt has been cast on the validity and applicability of
Birnbaum’s formulations of the CP and SP, questioning for example what it means
to lead to the same inference about 6 | Statisticians not so eager to accept the
LP have shown that slightly different formulations of CP do not imply LP when
furthermore assuming SP. For example, Durbin [42]| proved that Birnbaum’s result
does not hold if we require to only condition on ancillary statistics which are
functions of a minimal sufficient statistic. Another example is the proposal by
Kalbfleisch [43], who showed that in order to avoid accepting LP, one could apply
a CP that only required conditioning on ancillary statistics which are an actual
part of the experimental setup. Meanwhile, statisticians willing to accept LP have
come up with modifications to make Birnbaum’s statement more precise, amongst
others Wechsler, de B. Pereira and Marques F. [44] and Grossmann [45]. Note
that Bayesian statistics is entirely based on the likelihood function, so accepting

%In his article, Birnbaum|41] stated the three Principles in terms of a concept called evidence,
also leaving a certain amount of room for interpretation.
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LP is a logical thing to do for statisticians of the Bayesian school. Little [31] even
finishes his paper by arguing that Bayesian methods are the most suitable to deal
with nuisance parameters as in the setting of contingency tables.

The debate is far from settled, with criticisms as recent as 2013 by Evans [46]
and 2014 by Mayo [47], and replies by amongst others Pena and Berger [48|. This
whole discussion, which revolves around the fundamental principles of statistical
inference, and in particular the Conditionality Principle, and the way in which
Birnbaum’s result plays into this, is very interesting. However, we feel that treat-
ment of this rabbit hole would better be suited for a thesis of its own, and will
therefore not dive deeper into the topic here.

Before heading back to the main discussion of this Chapter though, we would
like to highlight the perspective of Helland [49]. His article looks into several
examples which should make the reader realise that the validity of CP is maybe
not as obvious as one might initially think. Helland motivates this by mentioning
the work of Evans, Fraser and Monette [50], [51], which shows that in many settings
CP alone is actually equivalent to LP. Like this, Helland offers an escape to all
those statisticians in the impossible position of not accepting LP while finding CP
(and SP) rather logical.

The key point of the paper is that since LP is such a universal statement
(applying to any experiment, no matter the setup and underlying assumptions,
as only the likelihood function matters), CP is an equally universal statement.
Helland however argues via examples that the universality of CP is “unreasonable”.
We cannot say beforehand that we should condition on all ancillary statistics,
but we should take into account the “target population” and the “questions of
interest”. This view goes directly against LP, but more importantly for us, it also
questions the position of Fisher by asking when it is appropriate to condition on
ancillary statistics. Helland proceeds by working out an example in which we have
two patients who followed the same treatment. Before and after the treatment
we measure some response X that is normally distributed with mean p; and
known variance o2. Here h € {1,2} is an index representing the patient. Because
both patients had the same treatment, Helland is interested in the mean of the
means ¥ = (u; + p12)/2. In other words, we are interested in inference on ¥, where
1 =19 — 90 and puy = ¥ + 6, where ¢ is a nuisance parameter. He now argues that
neither experiments Fy nor Fy, which measure X; and X, respectively, can provide
us with any information on ¢ that does not depend on the unknown ¢§. However,
the mixture experiment of choosing either F; or Ey with probability 1/2 does tell
us something about 9, as the response X we measure in F is an unbiased estimator
for . Alternatively, the only difference between E and a random sampling is that
we have a nonzero o?; were we to let ¢ — 0, then we would just pick one of the
two patients as our random sample. This should carry some information about ,
in contrast to choosing a fixed sample. Thus, even though the Bernoulli random
variable H € {1, 2} which decides which experiment to choose is ancillary, we seem
to lose information by conditioning on it and performing either £, or F, instead
of E. Later on, Helland explicitly mentions the debate regarding conditioning in
contingency tables, first agreeing with Little [31] that the question is not about
whether or not to condition on ancillary, but on approximately ancillary, statistics.
Second, as we will see in Section [3.7], he shares the view of Greenland [52] that the
question contingency tables try to answer is too broad to confidently say whether
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or not to condition in every possible situation. One should look on a case-by-case
basis, and not blindly follow CP, or an approximate ancillary variant of it.

3.5 Reactions to Berkson’s work

The 1978 paper by Berkson has often been cited by other opponents of the condi-
tional test. For example, Kempthorne [53] agrees for the most part with Berkson,
and argues additionally that Fisher’s exact test should be used for both the inde-
pendence trial and the double dichotomy, while Barnard’s CSM test is appropriate
for the comparative trial. Upton [54] also advocates against Fisher’s exact test.
He discusses 22 different tests for the 2 x 2 comparative trial. Interesting is that
he did not include Barnard’s CSM test because of its high computational bur-
den. Most of the tests considered were variants of the chi-square test (and hence
asymptotic), with a few exact tests such as Fisher’s test or Boschloo’s test. Based
on several criteria related to the size of the test and its possible dependency on
the nuisance parameter, Upton came to the conclusion that for a comparative
trial, Fisher’s exact test should not be used. He instead argues in favour of using
a scaled version of Pearson’s chi-square test statistic. Although not the subject of
his paper, Upton agrees with Kempthorne that, for other experimental setups like
the independence trial and the double dichotomy, Fisher’s test should be used.
On the other hand, proponents of the conditional test also seemed to treat
Berkson’s paper as an important representative of those who were against condi-
tioning. In 1979, Barnard [14] wrote a short note in reply to Berkson’s work. In
that note, he first reiterates the difference between the comparative trial and the
independence trial, and points out that Berkson confuses the two terms in one of
his examples. This example is essentially the same as the medical trial we discussed
in Chapter [I} which resulted in Table [I.I] Berkson considers a clinical trial with
n.. = 70 participants of which half is randomly assigned to a treatment A and the
other half to treatment B. Of interest is how many participants recovered for each
treatment group. The results of this hypothetical study are shown in Table [3.3]
According to Berkson, this clinical trial is a comparative trial in which we compare

Cured Not Cured
A 30 5 35
B 24 11 35
54 16 70

Table 3.3: The 2x2 contingency table from Berkson’s example [34].

the recovery probabilities for each treatment. This is again under the assumption
that we can actually speak of such probabilities, something which Barnard does
not think we should do. He mentions that the reason to randomise the groups
in the first place is to take into account the differences between the participants
that might affect their chance of recovery. Under the null hypothesis that treat-
ments A and B have the same effect, participants cured by A would also have
recovered by B. Therefore, argues Barnard, the amount of 54 cured participants
was predetermined and if we want to test whether A and B are significantly dif-
ferent, we should consider as our reference set only the table outcomes where the
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54 cured people are distributed at random over the two treatments. That is, the
(54, 16)-margin in Table should also be kept fixed. This clinical trial is thus
in fact an independence trial, for which we should be using Fisher’s exact test,
even according to Berkson. This same argument has been set forth by Mehta and
Hilton [55].

Regarding comparative trials, Barnard acknowledges that “the situation is less
clear” [14]. Barnard ascribes the differences between the results of the conditional
and unconditional /asymptotic tests to the discreteness of the set of attainable
p-values, instead of to a negligible loss of information due to conditioning on the
almost ancillary (n.1,n.2)-margin. We will return to this point in a bit.

Another reply to Berkson’s work, as well as to the papers of, amongst others,
Kempthorne and Upton, came from Yates [3] in 1984. This text has been applauded
by proponents of the conditional testing approach, in particular Barnard [56] and
Cox [57]. Both mention in their discussion of this paper that it would finally,
after 70 years of arguments, settle the debate in favour of conditioning. After a
brief historical account which finishes with Barnard’s disavowal of his CSM test,
Yates moves on to some numerical examples. With these examples, he wants to
indicate that the (n.;,n.)-margin contains (almost) no information on whether
or not 6; = 0. No matter how many margins were fixed beforehand, it seemed
“obvious” to Yates (and Fisher) that one should condition on both.

In particular, Yates seemed to argue that in the cases where the (n.1,n.)-
margin would say something about the difference between #, and 65, the contents
(211, T19, Ta1, Tag) of the table would be able to tell a lot more about the actual
values of 6; and 5. For example, if n.. were to be very large and ny. = n.q, like in
Table[3.2] then we might suspect that there is a large difference between 6; and 6.
Indeed, for example, if 6; = 1,6, = 0 then we will always have (n.1,n.2) = (n1.,ns.).
This corresponds with what we have seen in the right plot of Figure which
indicated that the conditioning on the margin did in fact lead to some loss of
information. At the same time however, Yates argues that the large value of n..
entails that the empirical estimates 0, = r1 /ny. and Oy = 79, /no. will already be
rather informative on the actual values of #; and 6,, and that in fact the (n.1,n.)-
margin does not tell us that much extra.

He continues by remarking that in a discrete setting, reducing the set of possible
outcomes to a smaller reference set, inevitably reduces the level of significance of
the more extreme outcomes. According to Yates, this combined with the “urge to
find more powerful tests” explains why people are drawn to unconditional tests in
the discrete setting, even though conditional testing has been widely accepted in
the continuous setting. Related to this, is the use of nominal significance levels,
such as 0.05 or 0.01, with discrete data in the first place. The classic example of
this is tossing a coin ten times to test if it is biased, i.e. Hy: p = 1/2 against
Hiy: p # 1/2, where p is the probability of the coin giving heads. Under Hy, the
probability of throwing 8 heads or more, or 2 heads or less is 271%(1 + 10 + 45 +
45410+ 1) = 0.11, while the probability of throwing 9 heads or more, or 1 head
or less is 2719(1 + 10+ 10 + 1) = 0.021. If we observe 9 heads, we would reject the
null hypothesis at the a = 0.05 level, even though this “preassigned magic level”,
as Cox [57] put it, can never be exactly equal to the size of the test. Thus, in
the discrete case, one should therefore always report the actual significance level
(read: p-value) instead. This makes it more difficult to speak of a “more powerful”
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test in the first place. In the Neyman—Pearson approach for testing, it only makes
sense to compare the power of two tests which have the same level of significance.
This we can only achieve, in general, by making use of randomised tests, which is
undesirable in practice.

Barnard [14] made a similar observation in his 1979 note, advocating for flexib-
ility in significance levels when working with discrete distributions. He came back
to this in a paper from 1989 [5§|, saying that we should not adhere to one fixed
nominal significance level, to be used under all circumstances. For example, in
planning an experiment, we would set ourselves a certain target sample size. How-
ever, if for some reason the actual sample size n.. turned out differently, Barnard
would find it strange to not alter the pre-determined significance level we would
have chosen too. If the actual sample size were to be smaller than the target sample
size, Barnard argues, we should consider raising the significance level. By doing
so, we would slightly increase the probability of making a Type I error, but at
the same time lower the probability of a Type II error. Barnard thinks the same
way about the (n.;,n.o)-margin. If we would work with the actual sample size n..
instead of the target sample size, why would we not base our inference on the ac-
tually achieved values of (n.1,n.5) instead of all possible values of (n.1,n.), if this
comes at no (significant) loss of information? Just as Fisher and Yates, Barnard
treats the (n.;, n.o)-margin as if it were ancillary.

3.6 The debate after Yates’ paper

Contrary to the hopes of Yates himself, Barnard and Cox, Yates’ 1984 paper
would not, in the words of Cox, “squash once and for all various misconceptions”
regarding conditional tests. As pointed out by Upton [59] in the second paper he
wrote on the subject, the discussion was far from over; numerous articles on the
issue followed Yates’ 1984 work. Let us mention some of them.

Suissa and Shuster |15] propose an exact unconditional test based on the un-
pooled Z?2 statistic defined in (2.5)) (in other words the chi-square test statistic);
essentially boiling down to a p-value test with p-value determined by where
T = —Z2 such that we reject Hy for large values of T, along with a procedure
to maximise with respect to the nuisance parameter. Their view on the debate
is predominantly a pragmatic one. Again, the power argument shows up, now in
the form that for a given Type I error probability and power, one needs smaller
sample sizes using unconditional tests. Moreover, Suissa and Shuster point out
that results of unconditional tests are more easily explainable. In contrast with a
conditional p-value from for example Fisher’s exact test, an unconditional p-value
can simply be interpreted as the maximum possible probability of obtaining an at
least as extreme observation, were we to repeat the experiment (with the group
sizes ny. and no. fixed) in a setting where Hj is true. Of course, this assumes that a
repetition of the experiment need not to have the same amount of successes. They
however also acknowledge that the conditional test requires simpler and fewer
computations.

A couple of years later, Barnard [58] wrote On alleged gains in power from
lower p-values. As we mentioned in Section [3.5] he argued for a more flexible use
of significance levels. If one observed a certain value of n.;, one could choose a
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significance level from the set of attainable p-values for that given n.;. By appro-
priately choosing significance levels for each n.;, Barnard managed to construct a
test procedure which would yield the exact same conclusion as, say, the chi-square
test. In Barnard’s eyes, this addresses the apparent loss of power of Fisher’s exact
test. By getting rid of this idea that one should have a fixed significance level over
all possible values of n.;, Fisher’s exact test no longer seems to “underrate the
strength of evidence against H,” [58].

This argument has been repeated by Upton [59] in a paper in which he elab-
orated why he changed his mind and was now in favour of conditioning. Upton
denounced his previous line of reasoning that “if users of a test believe that it has
a type I error equal to «, then their belief should not be too far from the truth”
[59]. He argues that one should not stick to a pre-determined nominal significance
level that is more often than not unattainable. Instead, one should only work with
the set of significance levels that can be reached given the (n.;,n.s)-margin. Like
that, one can no longer view Fisher’s exact test as conservative.

It seems that one’s opinion on the conditioning matter boils down to how one
wants to treat p-values, or more generally probabilities, in the setting of discrete
distributions. We find the take of Camilli [60] on this very elucidating. On one
hand, the Fisherian school of thought is of the opinion that researchers should
base conclusions on their hypotheses purely on the available data (essentially the
Likelihood Principle). On the other hand, the Neyman—Pearson school argues that
conclusions should be drawn by comparing the observed result with all alternative
results that could have been observed instead. With the latter approach, we fix a
nominal significance level o, which should represent the amount of times that we
make a Type I error in a hypothetical (infinite) repetition of the experiment. This
is linked to the frequentist point of view that a probability of some experiment
outcome is the proportion of occurrences of that outcome “in the long run”, i.e.,
as the amount of experiments grows to infinity. According to Rice [61], this is the
interpretation most preferred by “practising empiricists”.

Fisher objected that one cannot infinitely (and identically) repeat an experi-
ment. Even if a replication is carried out, the sample and/or experiment circum-
stances change. Although Fisher viewed a probability, just as the frequentists, as
a “limiting ratio of a set of events”, he required furthermore that one could not
recognise subsets of events. Camilli mentions as an example, that before tossing a
coin, we cannot recognise any set of circumstances which would affect the outcome
of the coin toss. In particular, this rejects the Neyman—Pearson interpretation of
the probability of an observed table outcome, where we define “recognisable sub-
sets” based on the value of the (n.;,n.)-margin. Table outcomes with another
value of this margin are not deemed relevant to find out whether or not there is
an association between the two groups.

As an example, let us consider an experiment mentioned by Routledge [62],
where fish and bacteria are added to six fish tanks. Three out of the six fish tanks
were selected at random to be treated with ozone, and after a while it was recorded
that only the untreated tanks contained some dead fish. This is shown in Table[3.4]
One wanted to test the null hypothesis that treating the fish tank with ozone had
no effect on the survival of the fishes inside those tanks, against the one-sided
alternative hypothesis that treating the fish tank would improve the chances of
survival of the fishes. It can easily be found that 1/20 = 0.05 is the one-sided Fisher
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Some dead fish No dead fish
Treated 0 3 3
Untreated 3 0 3
3 3 6

Table 3.4: The 2x2 contingency table from Routledge’s example [62].

p-value, while the one-sided CSM p-value is 1/64 ~ 0.016. The table configuration
in Table [3.4] with n., = 3, is the only one for which Fisher’s exact test rejects
the null hypothesis. Fisher argued that although “unhelpful outcomes” such as the
tables with n.; = 0 (no dead fish) or n.; = 6 (some dead fish in all tanks) can occur
with positive probability, they should for sure not affect our judgement about the
potential effect of treating the tanks, as is the case when using an unconditional
test. These outcomes are unhelpful in the sense that, given n.;, = 0 or n.; = 6, it
is impossible to get any evidence in favour of the alternative hypothesis.

As a side note, Routledge goes even further by questioning the binomial model
we have required so far for the unconditional test. We mentioned in Section
that viewing the medical experiment we considered back then as a binomial trial is
a perhaps indefensible assumption. Routledge mentions that under such a model,
the sum X;; + X5, should also be binomially distributed. However, due to time
pressure, or limited resources, one might alter the experimental procedure in such
a way that observing a outcome with X1;+ Xs; = 3 (the only one which can lead to
a significant conclusion!) becomes more probable than the assumed binomial prob-
ability. Such changes are certainly not always reported [62|. For example, it turned
out that in the fish tank experiment, the experiment would have been repeated
once more if the first try would not have been able to yield significant results,
i.e., if X7 + Xy # 3. This alters the underlying probability model, rendering the
binomial assumption, and so the unconditional test, inaccurate. Because of this,
Routledge advocated for more precise descriptions of the experimental procedure.
He proceeded to argue that this aim, amongst others, would get rid of much of the
discrepancies between conditional and unconditional p-values. Since conditional
tests do not require a — possibly complicated — analysis of how the contingency
tables are distributed if we step away from the binomial assumption, he eventually
advocated for the use of Fisher’s exact test.

Back to Fisher, who only wanted to look at the data that has actually been
observed. This restricted the sample space to only those contingency tables which
had the same marginal totals. Camilli |[60]| points out that within this sample
space, Fisher could be seen as a frequentist too, computing the (hypergeometric)
probability of observing the observed table, or a more extreme one, just as with
the Neyman—Pearson approach. On the other hand, Fisher could also be seen
as a subjectivist, as he interpreted the computed probability as a “measure of
reluctance to accept Hy — to be defined by each individual — within the confines
of one particular experiment” |60|. This differs from the Neyman—Pearson view in
the sense that Fisher did not want to attach a probability to a hypothesis about
the real world. In his own words, “tests of significance are based on hypothetical
probabilities calculated from their null hypotheses. They do not generally lead to
any probability statements about the real world” [63].

Camilli concludes by expressing his preference for Fisher’s exact test, as the
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CSM test is built around the Neyman—Pearson idea of long-run experiments. This
is a perspective Camilli views as inadequate to say something about the meaning
of the observed data “in the short run”. Just as Barnard [14] proposed, Camilli
recommends using Fisher’s exact test in combination with a flexible nominal signi-
ficance level. Even better, he would like to see the label “significant /not significant”
be entirely replaced by just a mentioning of the significance level.

3.7 The current state of the debate and how this
thesis fits in

The contingency table is the most straightforward and natural way to summarise
the results from an experiment with categorical outcomes. It is therefore amazing
that the debate on which type of significance test to use has been going on for
well over a century by now. A quick search on Google Scholar for research articles
in the fields of medicine or biology that have results in the form of a contingency
table seems to indicate that the chi-square test and Fisher’s exact test are popular
under practitioners [64]. This makes it unclear if there is any room or justification
for the exact unconditional test. By extension, as this thesis predominantly focuses
on the unconditional approach, proponents of the conditional test may find the
findings that will follow in Chapters [ and [5] utterly useless.

However, up until this day, we have seen throughout this Chapter that several
authors have argued in favour of unconditional tests. Even some authors, such as
Macdonald [65] and Greenland [52], have voiced their preference for conditional
tests, but also described some specific cases in which the unconditional test could
be appropriate too. We would like to focus on the work of the latter author, who
justified the use of conditional tests not via the usual ancillarity argument, but
rather by deducing a logical absurdity from the use of unconditional tests under
certain causal models.

First of all, Greenland repeats the argument from Barnard [14] that stated
that unconditional tests are not appropriate for inference of the experiment set
out in Chapter [I] (or in Table[3.3). In a hypothetical repetition of the experiment,
we would be dealing with the same individuals and thus, under Hy, the treatment
would have no effect and the total number of recoveries n.; will be the same. Hence,
both margins should be treated as fixed. It is important to realise here that this
argument only works because we are testing a hypothesis that only concerns the
individuals involved. That is, we observe the entire population. If we would instead
look at the experiment where we only record the results for a random sample of
the population, this sample would change at every hypothetical repetition of the
experiment: n.; is thus no longer the same each time.

Greenland argues however that even in this case of random sampling, the
conditional test is the correct one. However, we should be very careful defining
what we mean with random sampling. Greenland spent a great amount of time
describing very precisely the data-generating model, for it is his view that a poor
description of the underlying experimental model is the root cause for the whole
debate on whether or not to condition. Shuster [66] seemed to agree with this
explanation, something Greenland confirmed in personal communication.

The model we will now consider is often referred to as Rubin’s model. Each
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member i € P of a target population P has a nonrandom response r;(z) € {1,2}
if subjected to a treatment x € {1,2}. We want to test what Greenland calls the
Sharp Causal null hypothesis about the Population (SCP),

Hscpi Vi e P: 7’1(1) = TI(Q)

That is, under this null hypothesis, the response of each individual will be the
same no matter the treatment given. Greenland stresses that r;(1) and r;(2) are
“responses of the same individual under different conditions and that the hypo-
thesis refers to a single population”. In order to test this hypothesis, we would
like to observe both r;(1) and r;(2). This is impossible in this model; we cannot
subject i to both treatments simultaneously and will therefore only measure either
r;(1) or r;(2) for each individual. This “missingness problem” is often tackled by
randomisation. We randomly sample without replacement n.. individuals. Let us
call this sample S. For each individual, we then choose at random which of the
ri(z) we wish to observe by assigning them to either treatment z = 1 or treatment
x = 2. This effectively turns x into a random variable, determining which entry of
the outcome vector (r;(1),7;(2)) will be missing for each individual in the sample.
Note that the random variable z is not defined for the individuals not in §.

The total number n.; of responses r; = 1 in this sample & will then be a
random variable. Again, the question is whether or not n.; should be fixed, as
we are now no longer observing the total population. To answer this question,
Greenland formulates the Sharp Causal null hypothesis about the Sample (SCS),

Hscs: ViesS: ’f’z(l) = TZ(Q)

Once the sample S is drawn, Hscs is well-defined and concerns only the n.. ob-
served individuals. This is thus the same setting as the one from Table [3.3] and
we should condition on n.;. How is Hgcg related to Hgep? Greenland first notes
that Hscp = Hscs. Indeed, if the given treatment has no effect on the response
of any of the individuals in the population P, then certainly it has no effect on
the response of any of the individuals in the sample S. The reverse implication
Hscs = Hgcp does not hold. However, Greenland argues that it would make no
sense to reject Hgcp without rejecting Hgcs. This would mean that we conclude
that the choice of treatment did affect the response of some population member,
while not concluding that the treatment choice had an effect on some sample mem-
ber response. This is the same as saying that although we have not found evidence
of an effect of the treatment choice from the observations in our sample, we will
still conclude that there is an effect for someone in the population. Such reasoning
defeats the whole purpose of trying to infer something about a whole population
by only observing a sample.

Thus, there is no coherent way in which we can reject Hscp, but not reject
Hgyog, based on the same data and the same model. Since we used a conditional
test on the sample in order to test Hgcs, the only way to avoid incoherencies
is to also use the conditional test on the sample to test Hgcp, and to conclude
that performing the unconditional test on the sample & must test for some other
hypothesis instead.

Under Rubin’s model, it can thus be argued that one should condition on
both margins. However, what happens when we are not dealing with this causal
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model? Shuster [66], a big proponent of unconditional tests himself, questions for
example the applicability of Greenland’s reasoning because it is based on the use
of sharp null hypotheses, which is debatable in certain experimental settings, even
though Greenland also showed that his reasoning also works for other, weaker
hypotheses. But besides that, Greenland argues that in several cases, there is no
logical argument, such as the one just made, against the use of unconditional tests.
He stresses that this is not a reason to use unconditional tests, but merely that
there is no “logically compelling argument for conditional tests” [52].

One of these cases where unconditional tests might be appropriate is the de-
scriptive comparison of two superpopulations. Consider two disjoint superpopula-
tions, labelled x = 1 and = = 2, and let p; and p, be the respective proportions of
individuals 7 in each population who have a certain characteristic r; € {1, 2} of in-
terest. That is, p, = P(r; = 1| i € z). We take independent random samples from
each superpopulation and want to test what Greenland refers to as the Descriptive
null hypothesis for 2 Populations (D2P),

Hpaop: p1 = pa.

The sampling distribution in this case is the same product-binomial distribution
given in (2.20) (but then with py, ps instead of 61, 6,) which also appears in the
causal example. Again, hypothetical repetitions of experiment would yield different
values of n.; at each repetition. In both experiments, we draw a sample in a way
that what we observe for each individual is not related to the actual attribute
of interest (being (r;(1),7;(2)) in the causal experiment and r; in the descriptive
experiment).

However, it is imperative to realise the difference between the two experiments.
In the causal model, the statistical uncertainty comes from the “missingness prob-
lem”. It is because we cannot observe both 7;(1) and r;(2) for an individual 7 that
we had to randomise and to introduce Hscs. In the descriptive experiment, the
only statistical uncertainty comes from trying to say something about the entire
populations based on only the samples we took, just as in survey sampling. If we
would observe the entire population, there would be no uncertainty and we could
simply reject / not reject Hpop with certainty. The descriptive experiment does
not have the same structure, and it is thus not possible to have a construction that,
by using an unconditional test, could lead to incoherencies between a hypothesis
concerning only the sample and a hypothesis concerning the entire population,
like we had in the causal example. The author would like to express his gratitude
towards Prof. Greenland. He made a number of insightful comments in private
correspondence, which definitely helped in correctly conveying his ideas in this
text.

Apart from the philosophical considerations described in the previous para-
graphs and in fact the whole of this Chapter, one should also look at the practical
perspective. Of course, conditional (and asymptotic) tests are way faster than
unconditional tests. However, we feel that within the realm of contingency tables
with small sample sizes, the current state of readily available computational power
made it entirely feasible to perform unconditional tests in acceptable time. Apart
from some unconditional tests which are already quite fast, such as the ones using
external test statistics like the one introduced by Suissa and Shuster [15], we will
propose in Chapter [4] a test within the classical Neyman—Pearson framework that
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performs similarly to Barnard’s CSM test, but in a fraction of the time.

The question whether to condition on both table margins or only on the group
size margin seems to still lack a definitive answer. Some argue that this “reveals
a fundamental weakness in frequentist inference” [67], or accept that the question
cannot be answered at all and instead recommend to “act like a Bayesian” [68].
It is within this context of disagreement and uncertainty that we find ourselves
today. As long as a clear answer fails to appear, both approaches deserve to be
further researched and developed. It is the — perhaps slightly biased — view of the
author that this thesis adds to this development. This in particular by reaching
out an opportunity to perform unconditional tests in larger tables, for everyone
who deems their use in a specific setting appropriate.
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CHAPTER
FOUR

LARGER TABLES

Until now, we have been predominantly focusing on the 2 x 2 contingency table. We
can however enlarge the number of rows and/or columns to obtain larger tables.
The first generalisation would be to compare r binomial distributions instead of 2.
This would yield a r x 2 table, where the corresponding null hypothesis would be
Hy: 0, =0,=---=10,.=0. Alternatively, we could compare multinomial distri-
butions instead of binomial distributions. A ¢-nomial distribution is characterised
by a number of n independent trials, where each trial leads to the occurrence of
exactly one out of ¢ mutually exclusive events A;, A, ..., A., each with corres-
ponding probabilities 6y,6s,...,6. such that 25:1 0; = 1. The outcome would
then be a vector (z1, s, ..., z.), with probability

n!
————————————— zl . o xc
e _%!91 0. (4.1)

If we wished to compare two c-nomial distributions, we would end up with a 2 x ¢
contingency table, where we would test the multiple null hypothesis

Hy: 011 =001 =01, 019 =100 =105,..., 1. 1="01.1="0.1,
where 0;; is of course the probability of result j occurring in group ¢. Note that the

null hypothesis immediately implies that 6. = 6. = 6. too. Combining these two
generalisations leads to the r X ¢ contingency table, which is shown in Table

Al A2 ce AC
Group 1 | z11 12 -+ T1e | N
Group 2 | w91 Taa -+ To. | Na.
Group v | Ty1 Tpa ot Tpe | Ny

n.1 .o tee n.c n..

Table 4.1: An r X ¢ contingency table.

In the 2 x 2 case, the two-dimensional vector (x11,%21) fully determined the
table if we also knew (nj.,m2.). From now on, we will regard Table as a real-

47
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isation x of the random matrix

X X o0 Xie
X X.21 X'22 X'zc ’ (4.2)
Xo Xp o X
where (X1, Xjo, . . ., Xjc) has a multinomial distribution with n,. trials and respect-
ive event probabilities 6,1, 60;0,...,0; for i € {1,... ,r}. For such a table, we are
interested in testing the multiple null hypothesis
Hy: 01 =09 =...=0. =0,
1o = O30 = ... = 0,5 = bs, (4.3)
bre1=0c1=...=0,c1="0.

against the alternative hypothesis that at least one of the above equalities does
not hold. Notice that for an r x ¢ table, the number of common probabilities
01,05, ...,0._1, and hence the number of nuisance parameters, will be equal to
¢ — 1. Alternatively, if we let 8; = (0;1,...,0;.) for i = 1,... 7 (keep in mind that
i1 0 = 1), we can write the null hypothesis as Ho: (61,...,0,) € O, where

60:{(017"‘797“):01:"‘:07‘:0}7

where 6 is the vector of ¢ — 1 nuisance parameters (where the last entry is
then uniquely defined via } 77, #; = 1). The overall parameter space is thus the
Cartesian product of r ¢ — 1-dimensional simplexes

{<9i17---70ic) : ZGH = 1}
J=1

We will adopt the convention that unless stated otherwise, 8 (without a subscript)
will always represent the common value of 01, ...,0, under Hy, i.e., the vector of
nuisance parameters. These nuisance parameters are just numbers in [0, 1], and
will be indexed by a subscript. No confusion is possible however because of the
boldface for the vectors of probabilities 04, ..., 8,. Finally, it is worth noting that
one can even create higher dimensional tables, i.e. d; X dy X --- x d, tables. We
will not deal with the latter in this text.

In the situations where we would consider the use of an unconditional test
justified, as discussed in Chapter [3| the question we would like to answer is how
unconditional exact tests would generalise to larger r x ¢ tables. Asymptotic and
conditional tests have already been explored to a great extent for larger tables (see
for example the book of Fagerland, Lydersen and Laake [1]). However, probably
due to the large number of computations that unconditional tests will inevitably
require, there does not seem to be a lot of effort put into developing exact uncon-
ditional methods for r x ¢ tables [1]. Therefore, let us first briefly mention how the
asymptotic and conditional tests extend to larger tables, and then take a look at
how we might extend the supremum method (as well as the C and S conditions of
Barnard’s CSM test) to r x ¢ contingency tables.
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4.1 Extending the asymptotic and conditional tests

The chi-square test statistic given in (2.2) can easily be generalised to an r x ¢
table by:
(Xz'j - niﬂj)2

X)) =3 T where §; = 2. (4.4)
i=1 j=1 n;.0; ..
If this expression is undefined, we again set y?(x) = —oo. One can show that

under the null hypothesis, x?(X) has an asymptotic chi-square distribution with
(r—1)(c—1) degrees of freedom. We will omit the proof here, as well as the exact
requirements on the asymptotic growth of the group sizes (n;.);—1._,, but one can
get an idea of the proof in an article by Benhamou and Melot [69]. An argument
that explains the number of degrees of freedom is that, given both row and column
sums, we need (r — 1)(c — 1) table values in order to fully determine the table.
This argument does not attempt in any way to be rigorous.

Be that as it may, trusting that this asymptotic distribution is correct, we can
reject the null hypothesis for large values of x*(X), and set the corresponding
p-value as p(x) = Py, (x*(X) > x*(x)) just as in (2.7). Again, this asymptotic
approximation may not be justified for small sample sizes. Similar to the rule of
thumb mentioned by Fisher, Cochran |70] suggested to only use this test whenever
at least 80% of the expected cell counts nzé] is larger than 5, and all expected cell
counts are larger than 1. Remark that this reduces to Fisher’s rule for the 2 x 2
table.

Luckily, exact approaches can also be used whenever the chi-square method
is not deemed appropriate. In particular, there exists a generalisation of Fisher’s
exact test to r x ¢ tables, called the Fisher-Freeman-Halton exact test. In 1951,
Freeman and Halton [71] showed that, fixing the table margins, i.e., conditional
on X being in

C T
My = {XGQ:Z% =n;,t=1,...,r and inj:n.j,jzl,...,c},

j=1 i=1

where €2 is the set of all possible table outcomes, the probability of observing
Table .1 under H, is given by

[Tz na! H;:l n.;!
n..! H;:l H;:l ZEU‘ .
This is the probability mass function of the multiple hypergeometric distribution.

We can compute a p-value by summing the probabilities of all tables which are
less or equally likely to occur under this distribution than the observed table, i.e.

pren(x) = ) P, (X =y | X € M7), (4.6)

yESx

Py (X =x|X €M) =

(4.5)

where
Sx={yeM!: Py (X=y|XeM")<Py(X=x|XeM)}

This specific choice allowed Mehta and Patel [55] to construct a network algorithm
that would speed up this otherwise lengthy computation. They proposed to con-
struct a directed acyclic graph in which the set of all unique paths running from
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some initial vertex to some terminal vertex would be isomorphic to M,.’. The
path corresponding to y € M,,” would be assigned a length of

|
ﬁPHo(X:y | X € Mr?z])

The problem of computing the p-value would then amount to summing the lengths
of all paths which have a smaller length than the path corresponding to the ob-
served x. Mehta and Patel argue that by translating the computation of the p-value
to a network problem, the need to enumerate over all possible tables is removed,
as it is possible to preemptively remove infeasible paths from consideration. A
nice and detailed explanation of the procedure can be found in the book by Berry,
Johnston and Mielke [72].

4.2 Generalising Barnard’s (CS)M test

Extending the supremum method of finding p-values to larger tables is — con-
ceptually — not a very hard thing to do. Also for an r x ¢ table, we can list all
possible table outcomes with given a (ny.,...,n,.)-margin. This set of outcomes {2
becomes rather big quite quickly, however. This is straightforward combinatorial
computation; we can view the i-th row of the table as a balls-and-boxes problem
of dividing n;. indistinguishable balls over ¢ distinguishable boxes. It is well-known

that we can do this in
n;. +c—1
n;.

different ways. Consequently, the total number of possible table outcomes is the

product
(g +ec—1
w = Q)| :H( N ) (4.7)

=1

Given this set of tables, we can then for example compute a test statistic of interest
for all these tables, such as (4.4), and compute a p-value via the analogue of (2.21))

for multiple nuisance parameters:

p(x) = sup Py(T(X) = T(x)),
6cOg

or with the inequality sign reversed. Alternatively, speaking in terms of ordering
the tables, we might work out an ordering sequentially just as with Barnard’s

(CS)M test, based on (2.22)), such that the & + 1-th table in the ordering can be
defined once {X(l), ..., X(k); are known:

k
X(k41) =  argmin  sup {P(y; 0) + Z P(x3;; 0) }, (4.8)
yGQ\{x(l),...,x(k)} 0c6g =1

The vectors in that equation should still be understood as representing the tables,
but they will of course no longer be 2-dimensional vectors. Furthermore, the prob-
ability P(x;6) of observing the 2 x 2 table x = (211, x91) under the null hypothesis
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that 6, = 6, = 6 should be replaced by the equivalent probability of observing

Table under the null hypothesis (4.3), that is,

nil [T, n:! S
L 9. (4.9)

’ [T Hj:l 3! ]1_[1 ’

Constructing the ordering of ) entails maximising a function with respect to
the nuisance parameters (i.e., over a c-dimensional simplex) a total of || — k + 1
at the k-th iteration. Therefore, introducing some larger dimensional analogue to
the C and S conditions might drastically reduce the number of maximisations we
need to perform.

P(x;0) := Pp(X =x) = HH

i=1j=1

ZL‘Z]'

4.2.1 The S Condition

In the 2x 2 case, we interpreted a given table and the table where the columns were
swapped as equally strong evidence against Hy. Equivalently, in the r X ¢ case, we
say that two tables carry equal evidence against H, if they are the same up to a
permutation of the columns. If moreover, we have n;. = n;. fori,j € I C {1,...,r},
we can also permute the rows with index in [ and view the resulting tables as
symmetric to the original table.

However, finding out which tables are symmetric counterparts of each other by
switching around and comparing columns and rows can become a relatively costly
operation. Therefore, if we could somehow reduce the requirements on rows and
columns to just comparing a few numbers, there might be a significant compu-
tational gain. Therefore, we would like to introduce a slightly different definition
of the S condition. Essentially, Barnard defined his S condition for 2 x 2 contin-
gency tables by requiring that symmetric tables should provide the same evidence
against the null hypothesis. We can interpret this requirement for general r X ¢ in
terms of the P(-;0)-function. Two tables could be seen as equally unlikely under
the null hypothesis if their P(-; @)-functions are equal, up to a permutation of 6.
What do we mean by that? Consider an example with 3 x 3 contingency tables
with sample sizes (ny.,ng.,n3.) = (5,5,4). Then becomes

3
P(X; 0) _ 3Hi:33ni‘! 6?1032933 —. Kxevlm.1egl20§,3.
ITies Hj:l 5!

We can say that two tables are equally likely under Hj if their P(-;8)-functions
have the same value for Ky and if the column margins (n.1,n.2,n.3) are composed
of the same values, but maybe in a different order. In general, since (n;.)i=1,, is
fixed, two tables x and y can be seen as symmetric according to what we will call
the Sp condition if

H H (L’Z]' = H H yij!7 &Ild (n,’;)jzlw‘_’c ~ (n?})j:h“’c, (410)

i=1 j=1 i=1 j=1

where by a ~ b we mean that a and b are permutations of each other. It is easy
to see that if two tables are symmetric according to Barnard’s S condition, then
they are also symmetric according to Sp. The reverse implication is a bit more
complicated. In the case of 2 x 2 tables, under the condition that n,. = nsy., it
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seems that the Sp symmetry requirement coincides with Barnard’s S. We state
this based on the conjecture that

21121901 g0l = y11!912!y21!y22!,
T11 + T12 = Y11 + Y12,
To1 + Too = Yo1 + Yoo,

T11 + To1 = Y11 + Y21 OF T11 + To1 = Y12 + Yoo,

(4.10) «~—=

T11 = Y11, T12 = Y12, T21 = Y21, T22 = Y22, O
? T11 = Y12, T12 = Y11, T21 = Y22, T22 = Y21, O
T11 = Y21, T12 = Y22, T21 = Y11, T22 = Y12, OT

T11 = Y22, T12 = Y21, T21 = Y12, T22 = Y11-

which is the same as saying that x and y are symmetric according to S. We have
checked that this conjecture is true at least until ny. = ny. = 150.

For ny. # na., this reverse implication does not hold. Indeed, taking (n.,ny.) =
(2,11) serves as a counterexample. The tables (1,8) and (2,7) both have column
margins (n.1,n.2) = (9,4) and the product of the factorials of the table entries is in
both cases equal to 1!1!8!3! = 012!4!7! = 241920. These tables are thus symmetric
according to Sp, but clearly not according to S.

Also for larger tables, this symmetry condition leads to larger equivalence
classes than Barnard’s symmetry condition. For example, in the 3 x 3 case with
equal group sizes, the two tables given in Table are symmetric according to
Sp, but not according to Barnard’s S condition. Indeed, by only switching rows
and columns, we can never go from the left table to the right table or vice versa.

A Ay Az A Ay Az
Group 1 | 2 1 114 Groupl | 1 3 0 | 4
Group2 | 0 3 1 | 4 Group2 | 1 1 2 | 4
Group3 | 0 0 4 | 4 Group3 | 0 0O 4 | 4

2 4 6 |12 2 4 6 |12

Table 4.2: Two tables that are symmetric according to Sp, but not according to

S.

Because we only need to perform some elementary computations to see whether
Sp is satisfied, instead of comparing matrices, we shorten the computation time.
Also, as for larger tables the symmetry classes are actually larger in the case of
Sp, we will go through the space of possible outcomes more quickly. More on this
computational aspect in Section [5.3]

4.2.2 The C condition

The C condition is a bit more tricky to define. Let us first limit ourselves to the
r X 2 case, where we are comparing r binomials, and therefore still only have one
nuisance parameter. Although we just mentioned that we will from now on only
look at table outcomes as matrices like in ([4.2)), it is worth noticing that rx 2 tables
could still be represented as r-dimensional vectors, given the (ny.,...,n,.)-margin.
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Consequently, the set of outcomes €2 can be visualised as an r-dimensional lattice,
in the same spirit as Figure 2.2 Because of that, we can easily define a similar
convexity condition. For a table x = (x11,...,%,1), we view all the tables which
lie further away from the (hypercube) diagonal connecting the outcomes (0, ..., 0)
and (ny.,...,n,). For example, in the 3 x 2 setting with ny. = no. = nz. = 5, we
would expect the table (1,2, 1) to provide less evidence against H than the tables
(0,2,1), (1,1,1) and (1,2,0). With that, the CSM algorithm works in exactly the
same way as in the 2 x 2 case; we start ordering at the most extreme points,
being n;e; (i = 1,...,r) and their symmetric counterparts. Here e; is the i-th
unit vector. Afterwards we start looking at all nearest neighbours which we have
not ordered already, respecting the convexity requirement, and slowly fill up the
r-dimensional lattice.

There is no longer a nice graphical interpretation the moment we are consid-
ering tables with more than 2 columns. However, we can still apply the same idea
of looking at the “most extreme” tables and subsequently considering the nearest
neighbours of these most extreme tables first. We will go through all tables in €2
sequentially by only considering the nearest neighbours of tables we have already
ordered to be the next in our ordering. This is not exactly the same as the con-
dition we employed in the 2 x 2 case. For example, the method we just described
would allow the outcome (3,4) to be considered next in Figure [2.3] in contrast to
our original convexity condition. However, we would expect this less strict require-
ment to work well enough. Recall that we can enforce any conditions we would
reasonably want; as we are just looking for ways to reduce the number of outcomes
to consider at each iteration.

The only question left to answer is how to determine which tables are the most
extreme. In the r x 2 case, we considered all tables for which there was exactly
one group k such that z;; = ng., and z;; = 0 for ¢ # k as the most extreme
tables. They contained the most possible evidence against Hy, in particular that
0, # 0; for i # k. As we are interested in the multiple null hypothesis for
the r x ¢ setting, we consider each table which has a column of » — 1 zero entries,
and exactly one nonzero entry equal to sample size for that group. Of course, their
symmetric counterparts should be treated as equally extreme.

4.2.3 The use of external test statistics

Just as we discussed in Section 2.5 we can introduce external test statistics to do
a couple of things. If while ordering the tables, we encounter a tie between two
candidates, we can use an external test statistic (chi square or the mean value of
P(-;0)) to determine which candidate to pick. We could also use the test statistic
to create the ordering itself, and finally the external test statistic can be used
to split up the outcome space in symmetry classes. Almost all these applications
naturally extend to larger tables too. For example, Boschloo’s test, which uses
the Fisher p-value test statistic in the 2 x 2 case, is also easily defined for larger
tables. We just need to use the Fisher-Freeman-Halton p-value. Furthermore, we
can also compute the mean value test statistic, i.e., the integral f@o P(x;0)d6 of
P(+;0) over ©. This is done in Proposition [4.1]
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Proposition 4.1. The mean value of P(x;6) as defined in (4.9)) is equal to

/ Plx:0)do — — L= e !
SH} ) (n +c— ].)' szl szl «TZJV

(4.11)

where the integral over ©( should be understood as a multiple integral over the
¢ — 1-dimensional simplex

0 = {ee [0,1]0:i9j:1}. (4.12)

Proof of Proposition[4.1. We will show by induction on ¢ that

. ¢ T(n,;+1
/ [1¢;7a6 = Lot o 1) . (4.13)
©0 j=1 F(Ejzl n.j+ c)

Since I'(m + 1) = m! for m € N, (4.13)) immediately leads to (4.11)) by plugging
(4.9) into f(% P(x;0)d6.

To this end, let us first suppose that ¢ = 2. Then ©, C [0,1]? is the line
segment {(61,1 —6;):0<6; <1} and so

c 1
/ [T¢; e :/ 071 (1 — 6;)"2do,
S 0

0 j=1
=B(ni+1,ny,+1)

I'(nyg+1D'(ne+1)
['(nq+no+2)

Y

which is what we wanted to show. Now suppose that (4.11)) holds for ¢ = k > 2.
Then realise that for ¢ = k + 1, we can write

k4l 1 k A
/ []6;7a6= / O / [10;7d6'd6,.., (4.14)
(SH) j=1 0 @6 j=1

where 8" = (61,...,0;) and ©) = {0' € [0,1]% : Zle 0, =1— 9k+1}, which is a
(k — 1)-dimensional simplex given 6. To evaluate this integral, we perform the

change of variables

0.
V.:

i = — 2 forj=1,...,kand dv = (1-— Qk“)—(’f—l)dg,
[

where the (k—1) in the exponent follows from the integration region being (k—1)-
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dimensional. If we let Ny := {1/ € [0,1]%: Z?Zl v = 1}, we can rewrite (4.14) as

1 k
@14 = / O /
0 No j:

nk+1 +k—1
/9k+1 (1 = Op1) Eyeams (

— 0l ng) (1= Op1)" ' dvdbp

k
11 1/”d1/> A6y,

NO]l

n I'n; +1
= / 0 (1 — 9k+1)ZF1 ath=l H] Ly 1) Ori1 (induction)
0 F(Zle n.; + k?>
n.j+1 F
= H ( ) (n.7k+1 + 1, Zn.j + ]f)
F( j=1 T + k?) j=1
H I(n;+1) L'(n. g1 + 1)1“(2?:1 n.j+ k)
F( b ong +k> F(Z’“*ln +k:+1>
_ ILATm, +1)
F(ZkH n;+k+ )
which is exactly (4.13]) with ¢ =k + 1. ]

We should only be careful when using the chi-square test statistic for larger
tables. Of course, we would work with instead of . However, for tables
with more than two columns, the chi-square test statistic shows some undesirable
behaviour. For the sake of illustration, consider the two 2 x 3 tables in Table [4.3]
According to the last paragraph of Section [£.2.2], we would consider the left table
as a “most extreme” table. Intuitively, this also seems to be the strongest possible
evidence against the null hypothesis. The right table on the other hand, seems to
be the weakest evidence against the null hypothesis we could possibly imagine.
However, because both tables have two zero entries in column As, they both have
a chi-square test statistic value of —oco. The extreme table on the left would be
perceived as just as extreme as the table on the left. Of course, we could still use
the chi-square test statistic to determine the ordering of tables. The only downside
would be that what we would see as the most extreme tables would instead end up
last in the ordering (and thus a p-value of 1). The test would still produce a valid
p-value, but will be less powerful. All the other tables will still get a “reasonable”
p-value.

A Ay As A Ay As
1[5 0 0 1[5 0 015
2/0 3 0 2/3 0 03

5 3 0 8§ 0 08

Table 4.3: Two 2 x 3 tables with the same chi-square test statistic value.

The implications are a bit more severe if we wish to use the chi-square test
statistic in a CSM-like test to determine the symmetry classes. Of course, both
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tables in Table will be put in the same symmetry class. However, if we would
still decide to start our ordering with the most extreme tables, we would need
to put this odd symmetry class first in our ordering. The associated p-value will
be 1. Correspondingly, all the symmetry classes that come afterwards will have
a p-value of 1 too. Two possible solutions for this issue would be to define some
other reasonable (less extreme) starting point. This will yield a sensible ordering
(and set of p-values) and put the odd symmetry class containing the tables in
Table at the end of the ordering. Alternatively, one might opt to artificially
define different values for the chi-square test statistic depending on a case-by-case
basis for these few special tables.

However, because of the large number of tests we will already be considering
in Chapter [5] and because the chi-square approach will turn out to in general
lead to a less powerful test in the case of 2 columns, we decided to just not use
the chi-square test statistic to define symmetry classes in a CSM-like procedure
whenever we have more than 2 columns.

4.2.4 A small recap on the different symmetry conditions

Just before we move on constructing some unconditional tests, let us briefly recap
the different symmetry conditions we have encountered. Their — rather brief —
introductions have been scattered over this Chapter, which might not benefit the
clarity of this text.

In the 2 x 2 case, Barnard introduced a symmetry condition based purely on
the swapping of columns (and possibly rows with equal margins). Although this
condition generalised to larger tables, we introduced due to computational reas-
ons a slightly different condition, Sp, defined in (4.10)). We will use this condition
instead of Barnard’s S condition, also for 2 x 2 tables (for which we suspect there
is no actual difference). Apart from these two, we can also define symmetry condi-
tions based on the (external) test statistics. Tables which have the same chi-square
test statistic value , are said to be symmetric according to the S, condition.
If tables have the same mean value of P(+;0), i.e., the same value of , they
are said to be symmetric according to the Sy condition.

Are there any relations between this symmetry conditions? That is, does one
imply the other in certain cases? We have already shown in Section that in
the 2 x 2 case, S = S, but not S,, = S. By this abuse of notation we mean that
“if two tables are symmetric according to S, they are also symmetric according to
S,”. Similarly, as mentioned in Section S =~ Sy but not Sy = S (although
we suspect this to be true whenever n;. = n,.), and also Sy =~ S, and S, =~ Sv.

For larger tables, we already noted with Table [4.2]that Sp =~ S. It is also very
easy to find tables that show that in general, Sy =5 Sp, S, =5 Sp, Sy =~ S, and
Sy == Sv. We already have some in the 3 x 2 case with group sizes (n1., na., n3.) =
(3,2,2). For example, the tables (11, 221, 231) = (3,0,0) and (0, 2,0) are symmet-
ric according to S,, but not according to Sy or Sp. Similarly, the tables (3,1, 2)
and (2,1,2) are symmetric according to Sy, but not according to S, or Sp.

Furthermore, we do clearly see that if x and y are symmetric according to Sp,
i.e., satisfying , that x and y should also have the same value for . In
other words, Sp = Sy. A similar relation does not hold between Sp and S, ; the
two tables in Table serve as a counterexample since they do not have the same
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chi-square test statistic value. However, it is true that S = S,,. Indeed, because
(4.4) is a sum over all table cells, swapping columns (or rows with equal group
sizes) does not change the individual terms but merely the order in which they
appear in the sum, not changing the chi square test statistic value.

We can summarise the above observations as in Figure [4.1]

7
N\

Sx

S

Sp:>SV

Figure 4.1: Chain of implications of the different symmetry conditions.

To conclude, recall the trade-off between speed and power we mentioned in
Section [2.5.1} Given the chain of implications above, the conditions Sy and S, will
in general divide the space of outcomes into fewer, larger symmetry classes than
Sp. Except in the two 2 x 2 case, where we suspect that Sp = Sy, we therefore
expect that the tests using Sp will be slightly more powerful than those using Sy
or S,.

4.3 Exact unconditional tests for r» x ¢ tables

Now that we have discussed how the building blocks of Barnard’s CSM test would
generalise to larger tables, we feel that we are able to construct an exact uncon-
ditional test for arbitrary r x ¢ tables. We will propose two different approaches.
The first approach could be seen as the direct generalisation of Barnard’s CSM
test. Here, we build up the ordering of tables sequentially, respecting the C and S
conditions. We moreover introduce a number of adjustments in order to speed up
an otherwise computationally intensive procedure. The second approach tries to
perform an unconditional test more from a classical Neyman—Pearson perspective.
By doing so, it turns out we can translate the problem of constructing a critical
region for a given significance level « into a linear programming problem, provid-
ing a far quicker alternative to the CSM computation. Finally, we briefly discuss
an idea that aims to reduce the r x ¢ table to ¢ — 1 r x 2 tables. This will remove
the need to perform maximisations over a ¢ — 1-dimensional simplex of nuisance
parameters, by instead solving ¢ — 1 maximisation problems similar to that one
encountered in the 2 x 2 setting.

4.3.1 Approach 1: Maximisation over the full simplex

As we have discussed in Section [4.2] Barnard’s CSM test — and every other su-
premum test — essentially works in the same way for larger tables as for its 2 x 2
counterpart. There are however two complications when increasing the table di-
mensions. The first is that we need to consider a larger set of possible candidate
outcomes at each step of the ordering. We have seen in the previous section that
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defining equivalents for the C and S conditions severely decreases the number of
table outcomes we should consider at each iteration.
The second one is that we should maximise the function

P(y;0)+ > P(x()0) (4.15)

i=1

no longer just over the unit interval [0, 1], but over the ¢ — 1-dimensional simplex
Oy as defined in ([4.12). To perform this maximisation, we could either use a non-
linear constrained optimisation method, or discretise g in some way and simply
evaluate the objective function in each point of our discretisation.

The advantage of using a discretised grid {91, ceey ON} of © is that we can keep
track of the summation >, P(x(); @) of all P(-;6’)-functions over the already
ordered points for all j = 1,..., N. This makes the maximisation in a lot
easier, as we can just store this “base layer” instead of evaluating it again and again,
as would be the case when using a constrained optimisation method. Therefore,
we opt to proceed with the discretisation method. It is important to note here
however that the p-values we obtain using this method, are approximations and
not the exact p-values. It is of course very unlikely that the maximum of
will be reached exactly in one the grid points. However, by choosing the grid “fine
enough”, we can assume that this approximate p-value will lie not too far from the
actual p-value.

The question we are now left with is how to discretise the ¢ — 1-dimensional
simplex ©g. One possibility is to first construct an (equidistant) grid on the hy-
percube [0,1]¢, and then transform it in order for it to lie in the simplex. If we
map every grid point

0, 0.
(01,...,0.) — - e == ,
' Zj:lej Zj:10j

then we make sure that the entries of the image point sum up to 1. Although
straightforward, this approach has two disadvantages. First of all, the number of
grid points we have to consider grows exponentially with the number of columns c.
Also, the transformed grid will no longer be equidistant, such that we might have
a higher concentration of grid points in specific parts of the simplex. Consequently,
this transformed grid could be too coarse to catch some maxima.

Because of these drawbacks, we propose to use a technique inspired from the
Monte Carlo evaluation of integrals; so-called Quasi-Monte Carlo sequences, or
low-discrepancy sequences. These are (multidimensional) sequences of points con-
structed in such a way that any of their subsequences will fill up [0, 1]¢ “as best
as possible”. We elaborate on what this means in Appendix [A] Using a low-
discrepancy sequence removes the curse of dimensionality an equidistant grid has.
Indeed, we are now able to have a subsequence with a fixed size, independent of
the number of dimensions, that will evenly fill up [0,1]°. We can act as if this
entirely deterministic sequence is a sample from a uniform distribution on [0, 1]¢,
which we can then transform to something which looks like a uniform sample on
the simplex. To this end, we state and prove the following result.
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Proposition 4.2. If we let U = (Uy,...,U,) be a random vector uniformly dis-
tributed on [0, 1], then

—log Uy —log U, >
W = - yeees = 4.16
<_ > k1 logUj — 21 log Uj ( )

is uniformly distributed on the simplex ©q defined in (4.12)). That is, W has a
Dirichlet distribution with parameters o := (o, ..., a.) = (1,...,1) with density
function:

F <Z;:1 a]) ¢ ai—1
fw(wy, .. we .. ae) = Hc— w;” " =T(c), (4.17)

j=1
for w = (wl,...,wc) S @0.

On a side note, observe that the normalising constant in follows immedi-
ately from . The Dirichlet distribution can be seen as multivariate extension
of the Beta distribution. Therefore, the normalising constant is often referred to
as the multivariate Beta function:

_ H;:l I'(ay) .
F(Z;:l O‘J’)

Proof of Proposition . (Based on the proof of Theorem XI.4.1 in Devroye
[73]) First of all, note that if U is uniformly distributed on [0,1]°, then the U;
are independent and identically distributed uniform random variables on [0, 1] for
j=1,...,c. Now define V; := —log U;. Then Vj is exponentially distributed with
parameter 1 for j = 1,...,c. Indeed, by the inverse probability transform, we

know that for V' having a standard exponential distribution, Fy,(v) =1 —e™", so
Fy ' (u) = —log(1 — u) and thus

Bla (4.18)

—log(U) ~ —log(1 — U) = F;\(U),

has a standard exponential distribution whenever U is uniformly distributed on
[0, 1]. The joint density function of (Vi,...,V.) is therefore

C

fV(Ul, ce ,UC) = HB_Uj = e_z:;:lvj.

=1

If we now define g : [0,00)¢ — [0,1]¢7! x [0, 00) as

R A Ve—1 o
g(vg, .. ve) = (—, ..., ;8] =w,
s s

where s = 37 _, vg, then g~ (w), ..., wl) = (wiw!, ..., wi_jwh,wi(l =Y w;))

and the density of W’ = ¢(V) is given by

o) = (g™ (w) [ 2

ow’
c=1 7.1

_ o~ St upuloug (1o uh) ()L

= e e(w!),
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since
w, 0 wy w0 w)
agfl(wl) 0 wé e w/2 0 wé .« w/2 el
ow’ - : : .. : 1 Do ST (wc> '
—wf —wl e 1= [0 0 1
. . / . . . . Vi ch .
But then, integrating out the w/ to obtain the joint density of (gl, e 1).

) = / e () dut, = T(e).
0

Since V. is uniquely defined by V;,..., V., ; and S, W ~ (%, e VCS*) and we

are done. [

On top of this Quasi-Monte Carlo grid, we will add some other points which
do not belong to the low-discrepancy sequence. By construction, this sequence
will never contain a boundary point of the simplex. However, it is desirable to
include some of these boundary points. For many tables, the maximum of their
corresponding P(-; @)-functions will be reached at a 8-value which has one or more
zero entries. For example, the sum of P(-; @)-functions of the left 2 x 3 table given
in Table and its 5 symmetric counterparts is given by

2(0705 + 6705 + 6363),

which reaches a maximum of 1/32 for @ € {(1/2,1/2,0), (1/2,0,1/2),(0,1/2,1/2)}.
We could therefore opt to construct another QMC grid on the edges of ©y. How-
ever, in practice, it seemed that using only the midpoints of each of the edges, such
as {(1/2,1/2,0),(1/2,0,1/2),(0,1/2,1/2)} for tables with three columns, already
gave satisfactory results. Another example is given by the right table in Table [4.4]
The sum of the P(-; @)-functions of this table and its two symmetric counterparts
is
0y + 05 + 65,

which reaches a maximum of 1 for 8 € {(1,0,0), (0, 1,0), (0,0, 1)}. Of course, these
are the three only tables for which P(-;0) evaluated at one of the vertices of the
simplex ©y will be something else than 0. However, it is important to include
these O-values into our grid too. As soon as these three tables become a candidate
to be the next tables in the ordering, including 8 € {(1,0,0),(0,1,0),(0,0,1)}
will immediately render these tables ineligible, for most candidates will have a
maximum P(-; @)-value smaller than 1.

A Ay A A Ay As
13 0 013 30 013
2/ 0 3 03 3.0 013

3 3 0]6 6 0 0]6

Table 4.4: 2 x 3 tables with arg maxgycg, P(+;€) not in the interior of ©y.

Finally, we will also include 8,, = (1/c,...,1/c), the midpoint of the simplex
©p in the grid. This is because the sum of P(-;0)-functions of some symmetry
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classes will certainly reach a maximum at this point, exactly due to the symmetry
within that class. For example, when applying the Sp condition, within a symmetry
class, the sum of P(+; @)-functions will return the same value for all permutations
of a given 6. Clearly, |0 — 6,,|| = ||7(0) — 0,,]|, where 7(8) is a vector obtained
by permuting the entries of @ according to a certain permutation. Therefore, it
might be reasonable to expect that sometimes the maximum of the sum of P(-; 0)-
functions is reached in 8,,.

4.3.2 Approach 2: A Packing Problem

Instead of working through the entire space of possible table outcomes using some
kind of supremum test, we could also try to just construct a critical region K¢ for
a given significance level a.. Surely, from this alone, we will not be able to derive
p-values for individual tables, but if one is only interested in whether or not to
reject the null hypothesis at a nominal significance level, having a critical region is
enough. Setting aside all objections to this Neyman—Pearson way of testing, let us
describe a method in which we can turn the problem of constructing the critical
region K¢ for a given « into a linear programming problem.

We would like to construct a critical region of table outcomes such that the
probability of making a Type I error is less than a. Recall that under the null
hypothesis, the probability of observing Table was nothing else than P(x;0)
defined in . Our aim is thus to construct a critical region K¢ such that

sup P(x;0) < a. 4.19
s 3 Px0) (4.19)

To minimise the Type II error, we also would like to make K* as large as possible.
That is, we want to make ) ... P(x;0) as large as possible for 8 € ©;. In order
to convert this into a linear programming problem, we will slightly alter this aim
in the hope it will still give reasonable power. This slightly altered objective is
to include as many different tables into K® as possible. The idea is that, as long
as is satisfied, creating the largest K possible will make ) .. P(x;0)
as close as possible to « for all 8 € ©y, and potentially also very close to 1 for
0 € ©;. We can already translate this into the following problem:

maximise w’ 1

subject to ijP(xj; 0) <a, for6 e O,
j=1

w e {0,1}%,
where we indexed all tables in Q from 1 to w and w = (wy,...,wp)? is a binary
vector such that w; = 1 whenever x/ € K°. Instead of checking that the first
condition holds for all 8 € O, we will again discretise Oy and only consider a
Quasi-Monte Carlo grid of N values for 0, labelled 8',...,68". This turns our

problem into a so-called binary integer linear programming:

maximise w’ 1
subject to Aw < al, (4.20)
w € {0,1}",
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where A = (a;;) is a N x w matrix with entries a;; = P(x’;0") fori = 1,..., N and
j=1,...,w. Although this linear program only approximates our actual problem,
it allows us to make use of the vast collection of already-existing LP-solvers. This
will turn out to significantly decrease computation time, as well as allow us to
handle far bigger contingency tables. In this text, we solved all LP problems using
the Gurobi Optimizer software[] The Gurobi software is proprietary, so its precise
inner workings are unknown to us. However, as indicated on Gurobi’s website E],
the common approach to solve binary integer linear programming programs (which
are part of a larger class of problems called mixed integer linear programming
problems) is to use a branch-and-bound algorithm. Mixed integer programming
(MIP) problems are characterised by requiring that some of the variables should
be integers.

The basic idea of the branch-and-bound approach is to “relax” the mixed integer
programming to a linear programming by removing all the integrality constraints.
This will yield (most probably) an optimal solution that does not satisfy the
integrality constraints. We will now pick one of the variables v which should be
integer, but takes the value a ¢ Z instead, say. We can now solve two new LP
problems: the one with the added restriction that v < |a|, and the one with the
added restriction that v > [a]. With the obtained solutions, we can then again
pick another variable which should be integer, and repeat the whole procedure.
One can see that this will result in a tree of LP problems which get more and more
restricted the further down the branches of the tree we go. Once we have found
a solution that satisfies all the integrality conditions, we have found a feasible
solution of the original MIP problem. We can now “prune” this branch of the
tree and record the objective value this solution yields. If the original MIP is
a maximisation problem, this objective value is a lower bound on the optimal
objective value. Were we to find another feasible solution with a smaller objective
value, we can also prune that branch as we already have a better solution. If we
found another feasible solution with a larger objective value, we will update our
lower bound. At the same time, note that the objective values of the solutions of
all the relaxed LP sub-problems we considered so far serve as upper bounds for
the optimal objective value. We can never obtain a better solution for the — more
restricted — integer problem. We have found an optimal solution once the upper
and lower bounds coincide.

Let us get back to statistics. One can wonder why the objective function (4.20))
would yield sensible critical regions. An important realisation to make is that
because we are maximising the number of tables in the critical region, we are
effectively prioritising the inclusion of more extreme tables. To see this, it is in-
structive to interpret the problem of constructing the critical region as some kind
of packing problem. This is visualised in Figure for the simple 2 x 2 case with
(n1.,m2.) = (2,2), but the same idea holds for general r x ¢ tables too. Given the
very high significance level a = 0.45, we want to “fill up” the area underneath the
level o with a selection of P(-; @)-functions on the left of Figure . The objective
of the LP formulation is to pack as many of these P(+; @)-functions underneath the
level a. A number of possible solutions are given to the right of Figure [£.2] The

LA free academic license of this solver is available at https://www.gurobi.com/features/
academic-named-user-license/|
“https://www.gurobi.com/resources/mixed-integer-programming-mip-a-primer-on-the-basics/


https://www.gurobi.com/features/academic-named-user-license/
https://www.gurobi.com/features/academic-named-user-license/
https://www.gurobi.com/resources/mixed-integer-programming-mip-a-primer-on-the-basics/
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optimal solution turns out to be the one in the top-right corner, i.e., the critical
region {(1,0),(2,0),(1,2),(0,2)}, with an optimal objective value of 4. Clearly,
this is because it uses the smaller P(-;0)-functions, which do not take up that
much space, and thus yield a larger objective value. This is true in general: the LP
formulation (4.20]) will naturally be inclined to include tables in the critical region
which have small P(-; @)-functions, i.e. P(-;8)-functions taking “small” values for
many values of 6. In other words, we will naturally be inclined to include the most
extreme tables (in the case of the example, the tables (2,0) and (0,2)). This may
serve as an indication that the critical region obtained via should have some
resemblance to the one obtained via, say, a CSM-like test. Other, weirdly shaped
critical regions will result a less effective packing of the area.

) ) / = s
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Figure 4.2: Pool of available P(-; @)-functions for (ny.,ns.) = (2,2) (left) and a
number of solutions to the packing problem (right).

Note that we can also choose to incorporate some type of symmetry condition,
just as with the supremum methods. Before solving , we might group tables
together which are symmetric counterparts of each other, and then decide group by
group whether or not we want to include it in the critical region. This has obviously
a large effect on the size of the problem, going from an N X w matrix to a N x '
matrix, where w’ is the number of equivalence classes of tables that are symmetric
counterparts of each other. The vector w then also becomes w’-dimensional, each
entry representing whether or not to include the corresponding group of tables.
We should consequently also change the objective function to w’g, where g is the
vector containing the number of tables in each of the symmetry classes.

Let us make three remarks. First of all, as mentioned earlier, this approach only
constructs a critical region for a given significance level «. It is thus not necessarily
the case that K C K% whenever a; < as. Indeed, as only looks for the
“most efficient packing” of the (symmetry groups of) tables, it is possible that the
tables in K are different from those in K®2. Secondly, when looking at tables
with larger sample sizes, the entries a;; can become quite small, especially for
the more “extreme” tables. In order to partially prevent any rounding errors by
the LP-solver, we may scale the matrix A by a factor k, still to be determined,
and apply the condition kAw < kal in instead. We will use this idea in
Section [4.3.2.2, Finally, the solution w of (4.20]) is not necessarily unique. This
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can be seen from Figure 4.2 Assume for a moment that the top-right solution in
the right figure would not exist, and that instead the bottom-left solution would
have been marked as optimal. The corresponding objective value would be 3. This
objective value is however also achieved by the top-left selection of tables, making
this too an optimal solution. If it turns out that there are two optimal solutions
w! and w2, we will adopt the convention that w! will be the optimal solution the
algorithm returns whenever max;—; _n(Aw'); > max,—; _n(Aw?);, i.e., whenever
w! results in the largest maximal size. In the case of Figure , this would mean
we would pick the bottom-left solution as the optimal solution, as the maximal
size comes very close to 0.45, while that of the top-left solution lies more around
0.40.

Usually, the branch-and-bound approach is able to find many optimal solutions,
and the Gurobi optimiser can be programmed to look for a user-specified number
of optimal solutions. The danger here is that if there turn out to be more optimal
solutions than we asked Gurobi to look for, two LP problems which should yield
the same solution after application of our decision rule on which optimal solution
to pick, return different solutions. Suppose for example that we want to solve
two times, once with the constraint matrix A; and once with the constraint
matrix A,, where A; and A, are the same matrix, up to a permutation of the
columns. This could happen if we construct the matrix based on two different
symmetry conditions which actually yield the same symmetry classes (such as Sp
and Sy in the 2 x 2 case). This permutation should not affect the optimal solution
in any way, but the branch-and-bound approach could potentially construct a
different search tree based on this difference in matrices. Consequently, it might
find different optimal solutions first. If we asked the solver to look for more optimal
solutions than there actually exist, this is no problem. The solver will just find all
of them. However, if there are more optimal solutions then the number we asked
to look for, the set of optimal solutions Gurobi returns will be different for the
two instances of the same problem. If this is the case, our decision rule might yield
different solutions as it maximises over a different pool of solutions. One way to
remove this discrepancy is to make sure that the columns in A; and A, are in
the same order. However, the problem remains that we might miss the optimal
solution which should be chosen according to our decision rule, whenever there are
more optimal solution than we actually look for. An interesting problem to look
into would be to find out whether we can determine the size of the pool of optimal
solutions beforehand, to make sure we do not leave out any optimal solutions.

4.3.2.1 A few other packing problems

The objective function w’1 in is by far the most simple one that we could
come up with. In an attempt to more accurately represent the problem that su-
premum tests are trying to solve, we came up with a few other possible linear
programming problems. Recall that the initial goal in Barnard’s procedure, and
every other supremum test, is to find a combination of tables such that the sum of
their respective P(-; @)-functions is a function of € that is as constant as possible,
and as close to « as possible. One possible way to achieve that is to force

“min P(x; 80" (4.21)
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to be as large as possible. The idea here is that maintaining the constraint that

Z P(x;0") < a

xeK«

for every possible 8° would essentially “squeeze” Y xexe P(x; ') in as small a range
as possible. By introducing some auxiliary variables z € R and v € RJZVO, we can
turn (4.20]) into a linear program that solves this “maximin” problem:

maximise z

subject to z =min{v; : i =1,..., N},
v < Aw, (4.22)
Aw < al,
w e {0,1}", v e RY,.

There is however an immediate difficulty with this approach. Consider for simpli-
city the 2 x 2 case with (n1.,ms.) = (20,20). If we would include in our grid of
0-values a vertex of O, say 8 = (1,0), then one of the rows of the matrix A would
consist of a single one, with the remaining entries all zero. Indeed, only the table
(11, 721) = (20,20) (or its associate symmetry group) has a positive probability
of occurring for @ = (1,0). This table cannot be included in the critical region, as
we would violate our size constraint. Consequently, one of the entries of Aw will
be zero, and so will one of the entries of v. Since the entries of v must be non-
negative, we will always have z = min{v; : ¢ = 1,..., N} = 0. This entails that
basically all critical regions (which do not contain the table (z11,z91) = (20, 20))
will be optimal.

Thus, we cannot include any vertices of ©y with this approach. Including a
O-value that lies close to one of these vertices also turns out to be a bad idea. The
values of the P(-; @)-functions at this 8-value will be rather small for most tables.
Because the determination of the critical region is solely based on the values of
P(-;0) at that @-value, we might obtain a critical region containing one (not so
extreme) table which happens to have a relatively large value of P(+;0), and a few
other tables. This would not make for a very powerful test. It also seemed that
the solver software had trouble dealing with these values. We will come back to
this in Section [£.21

Instead of working with the minimum over all entries of v, an idea might be
to only look at the k-th smallest entry. We have not worked out this approach
further as it would entail the introduction of yet another parameter to decide on,
but it would for sure be an interesting numerical study to find out what value of
k would give the most powerful test.

Another approach is to maximise the area under the >°__ ;. P(x;0°)-function.
That is, we aim to maximise the integral of the power function over ©y. Again,
since it is bounded from above by «, maximising its area hopefully will make it
lie as close as possible to a for as many values of 8 as possible. In order to turn
this aim into a suitable objective function for a linear programming formulation,
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we will perform a Quasi-Monte Carlo approximation of the area, i.e.,

/@ P(x;0)d8 = /@ij

0 xe K 0 =1

=wlAT1,

where A; is the i-th row of the matrix A we also used in (4.20). More on this
numerical integration procedure can be read in Appendix [A]l The according linear

program is given by (4.23)).
maximise w’ AT1
subject to Aw < al, (4.23)
w e {0,1}".

As a side effect, we hoped that §(0) will be large for @ € ©;. However, as we will
see in Section , seemed to be “overfitting” too much. It would manage
to find a collection of tables for which Y __« P(x;6") is very close to a for many
0-values, but this set of tables did not form an “intuitive” critical region and had
very small power for 6 € ©;.

We can improve on the previous approach by recalling how we got to the idea
of using a linear programming formulation in the first place. We were trying to
maximise the power function for 8 € O, while keeping the power below « for
0 € ©y. Thus, instead of maximising the integral of the power over ©,, why not
maximise the integral of the power over ©; instead? We still use a Quasi-Monte
Carlo grid of @'-values over O to check that the size constraint is satisfied, but we
can additionally create a grid of @'-values over ©; that we can use to approximate
the integral fel Y xexe P(x;0)d0 just as we did earlier. This we can write as the
following linear program.

maximise w’ BT1
subject to Aw < al, (4.24)
w e {0,1},

where again, A is the matrix of P(x;8")-values for the different tables and grid
points in ©y. The matrix B also consists of P(x; 8")-values, but now the 6'-values
are grid points in ©;. Just keep in mind: a grid point in O is a vector of ¢ entries
that sum up to 1, while a grid point in ©; is a vector of r x ¢ entries where the
first ¢ entries represent 6, (and must therefore sum to 1), the next set of ¢ entries
represent ¢y (and again sum to 1), and so on.

4.3.2.2 A binary search

All the linear programming problems we have formulated so far, only give us a
critical region for a given a. Let us now try to extend the LP-approach in order
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to find a p-value for some observed table. One approach would just be to use
again use an external test statistic to order all the tables in the obtained critical
region, and then apply the maximisation procedure to compute the p-values. We
could even perform a CSM-like test, only considering the tables in the critical
region. However, these approaches would almost completely nullify the decrease
in computation time we make by using the LP method, for it is the maximisation
procedure itself that takes a lot of time. Furthermore, the critical region we obtain
from an LP test might well be very similar to that we would have obtained with
one of the supremum tests, containing in particular all the most extreme tables
that the CSM-like method will start out with either way. It is only towards the end
of the maximisation procedure, that the pool of tables to consider for the ordering
will be meaningfully smaller. We might thus just as well have started immediately
with a CSM-like test.

Therefore, we would like to stay away from using the already discussed methods
of computing p-values, and instead try to come up with a solution based solely on
solving LP problems (which can be done efficiently). To this end, realise that if we
apply the LP approach for different values of o, we should be able to iteratively find
the smallest value of o for which the table of interest is still in the critical region.
This is exactly the p-value as defined in (2.6]). We will describe two attempts. The
first one, as we will see, does not entirely succeed at solving the problem at hand,
but is still very instructive to mention.

Let us first fix a value of «, and set oy := «. By applying the LP-method,
we can find the corresponding critical region K. We are interested in finding
the p-value p(x) of the observed table x. Now, if x ¢ K* we can choose to for
example double o until x € K, or set ay = 1 if 2ay > 1. Therefore, assume that
x € K. This tells us already that p(x) < ag. Therefore, let us again apply the
LP-method, but now with significance level o := /2. Furthermore, we limit our
linear program to only use the tables in K*°. This enforces that K C K*. We
now check if x € K. If so, we define ay := a;/2 and compute K*?, using only the
tables in K*'. This further restricts p(x) to the range (0, a4]. If x ¢ K however,
we define ap := ay + /2. Furthermore, we will solve a slightly modified version
of . Since we know which tables are already contained in K*', we only need
to find the binary vector w, indicating which (groups of) tables to include from
P = K% \ K°, which maximises w’ 1 subject to

IP|

Y P(y;0)+ > wP(y’;6') < as,

yeK1 =1

for all i € {1,..., N}. We indexed all the tables in P with the index j. We can
translate this to the linear program

maximise w’ 1
subject to Apw < asl — b, (4.25)
w e {0,1}",

where

b= ( Z P(y; 91)>

YEK“1
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and Ap contains the columns of A corresponding to the (groups of) tables in P.
We have now further restricted the p-value to p(x) > a3 > max;—y_n b;. We can
repeat this procedure again and again, narrowing down the range in which p(x)
could lie. At each iteration, we also reduce the pool of tables which we should
consider to construct the next critical region. Indeed, if at the k-th iteration, we
have x € K%, we can get rid of all tables in K% \ K®-1 If instead x ¢ K,
we can get rid of all tables in K“* and replace them by the vector b in (4.25]).
The new pool of tables is given by the solution of ([£.25]). By construction, we
will eventually end up with just one table in the pool, which is necessarily x. The
(approximate) p-value can then be found again just as in (2.21)):

p(x)= sup {b+P(x;6")},

i=1,....N

since b is the sum of P(-; @")-functions of all tables which are more “extreme” than
X, in the sense that the LP-method would have preferred to use these tables over
x to construct a critical region for a small enough significance level.

We should be cautious to keep track of the “base vector” b. Once we have had
to solve once, our pool of tables no longer coincides with a critical region.
Therefore, if after some iterations, it turns out that x is in the pool of tables, we
should not solve , but instead with P the current pool of tables and
b the current base vector.

Note furthermore that each time we need to solve , we only consider a
subset of the columns of A. The pool P of tables will contain only tables which
have similar values for sup,_, _n P(+; '), as they either were in the same critical
region, or they were all left out of the critical region at the same iteration because
the significance level was too small. Consequently, dividing each entry in Ap by
the constant ¢ = supycpsup,_; v P(y; "), will get rid of any numerical issues
related to working with small numbers. We found that performing this rescaling
at each iteration greatly improved the quality of the solutions returned by the LP
solver. The whole procedure is summarised in Algorithm

The critical reader might have already spotted an issue with this approach.
We could end up with a different p-value if we would have started with a different
initial significance level «. Indeed, since the critical regions are not necessarily
nested, there might exist values a and o' with o/ < « such that x ¢ K* but
x € K. Consequently, we could find p(x) > « if we start our binary search at «,
while starting at o/ would yield p(x) < . However, we are still able to uniquely
define a p-value via with T'(x) = x. We just need to find the smallest value
of a for which the observed table x is still in K.

Notice that we also introduced an additional maximum k. on the number of
iterations that we want to do. This is essentially a specification of how precise we
want our approximation to be. As long as we are not able to create two different
critical regions which correspond to levels which are 27 *max apart, which is of
course the case for a set of sample sizes that grows with increasing k.., we will
have P = {x} before ky.x will be reached. However, we did observe that even for
relatively small sample sizes (say (n1.,n2.) = (25,25)), knax Was, for certain tables,
reached before P = {x}. This can happen if, for some level o}, we encounter in one
of the iterations, the observed table x is in K®, but, for all [ > k, x ¢ K. This
can happen by coincidence (since the critical regions are not nested), or perhaps
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Algorithm 1: BinarySearch(x,a. kyax)

Input: an observed table x, an initial significance level o := «, and the
maximum number k., of iterations we are willing to do
Output: an approximate p-value p(x)
construct K by ;
if x ¢ K* then
| BinarySearch(x,2a A 1);
end
else
define the level a; = /2;
define the base vector b = 0;
construct the pool P = K*' by using only tables from K°;
set k = 2;
while P # {x} and k < k0. + 1 do
if x € P then
set ap = ag_q — ag - 27%;
construct the new P by using only tables from the
current P and b as base vector;
end
else

set b=Db + (Zyep P(y; 0’)) :

i=1,...,
set ap = a1 + ag - 27%;
construct the new P by using only tables from the
current P and b as base vector;
end
set k=Fk+1;
end

end
define p(x) = sup;;_n {b + P(x; Oi)};

because the p-value is actually exactly equal to ap. What happens next will be
the same either way; at each iteration we will execute the else statement in the
while loop of Algorithm [I] meaning that the sequence (a;);>, will monotonically
converge to ay, but only reach it in the limit. Introducing k.. is a lazy way to
deal with this problem, avoiding the finding algorithm to go on for too long. This
should be done with care however; at a certain sample size the chosen value of
kmax Will not be large enough, meaning that we would prematurely cut off the
search while the scenario we just sketched did not at all occur. However, at the
sample sizes we considered, setting k., to 100 turned out to be sufficient.

4.3.2.3 Extending the binary search

The binary search method we just described will return some (arguably small)
value of o for which x is still in K“. It might not be the smallest such «, but
it will serve as a good starting point for the iterative method we are about to
describe. We can check very easily for a number of smaller significance levels
o/ < a, say between /2 and «, whether or not x € K by solving (4.20). If,
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for some o/ we try out, it turns out that x € K¢, we set this o/ as our new
p-value, and we can repeat the searching procedure. We do this until the search
no longer finds any smaller value for o/, as indicated in Algorithm [2] This is of
course not a guaranteed way to find the smallest significance level. We are trying a
finite number of o/-values and might very well miss the smallest level. It is thus a
trade-off between how much time we want to spend looking for a smaller o/-value
and how satisfied we are with the upper bound for the actual p-value we already
have.

Algorithm 2: ExtendedBinarySearch(x,a,m)

Input: an observed table x, an initial significance level oy := «, and a
number m of trial values to find a smaller significance level

Output: an approximate p-value p(x)

compute the initial guess for the p-value py = BinarySearch(x,a);

set k=0and p_y =1;

while p, # p._1 do

set pp—1 = DPr;
fora’e{%—/l—m#ﬂ'g’“:jzl,...,m} do
if x € K then
set pr, = o;
break;
end
end
set k=k+1;
end

define p(x) = pi;

4.3.2.4 Validity of the p-value

An important question to ask is whether or not the (approximate) p-value obtained
with one of the LP tests will be valid. We will argue that because of the inevitable
non-nestedness of the critical regions, the p-values of the LP tests defined as the
smallest level a for which the observed table is still in K“ cannot be valid.

To this end, consider three tables x!,x2, x3 € . In theory, one way to find
the respective p-values p(x'), p(x?), and p(x?) is to let the level o run from 0 up
to 1, and record the first values of o for which x!, x?, and x® get first included
in the critical region K. We call these values ay, as, and ag respectively, and
furthermore assume without loss of generality that a; < «s3. By definition, we
have that p(x') = «; for i € {1,2,3}.

Since the critical regions need not be nested, it can occur that K = {x* x3}.
This is enough to disprove the validity of the p-value. First note that by definition
of the p-value, we have that p(x?) = as < 3. Indeed, since x? is included in K3,
the smallest level for which x? is rejected is at most as. But then, realise that

Py,(p(X) <asz) = > P(x;0) > P(x';0) + P(x* ) + P(x*6).
p(x)<as

We claim that there must exist some @ € O, for which this probability is larger
than «g, which shows that p(X) is not a valid p-value. Indeed, suppose instead
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that for all § € O,
P(x';0) + P(x*0) + P(x*;0) < as.

That is, the set {x' x% x3} satisfies the size constraint and is thus a feasible
solution of the LP problem. No matter which of the four objective functions we
have discussed in this Section, the objective value corresponding to {x!,x? x3}
will always be larger than the one corresponding to {x?,x3}, meaning that actually
we have K = {x',x% x*}, contradicting our assumption that x' ¢ K. Hence,
indeed, we have Py, (p(X) < a3) > ag for some 8 € O, showing that the p-value
obtained with the LP test is not valid.

4.3.3 Another problem: Reduction to r x 2 tables

When looking at the null hypothesis (4.3)), realise that we are in fact performing a
test for a multiple null hypothesis. Instead of tackling this large null hypothesis all
at once, we could also try to test each of the constituent null hypotheses separately.
This is the idea behind the concept of table reduction we will briefly mention here.

Table can be rewritten to a set of ¢ — 1 tables with only two columns as
shown in Table [4.5]

1 Not 1
C

1 T11 Zj:Q Ty5 | N1
c

T21 Z]’:Q Toj | N2

c

| Tr E j=2 Tyrj | My
c

n. g j=2 n.; n..

2 Not 1,2
1 T12 25:3 xlj ny. —naa

Top D i gT2j | N2 — M

C
| T Zj:?)xm- Ny, — Mg

C
N.o Zj:3 nj | n.—ng

c—1 c
1| i1 e | Tre—1 + T1pe
2| Toeo1 Toe | Toce—1 + Top

r Lpec—1 Lre Ly c—1 + Lre
N.c—1 N.c N.c—1 +n.c

Table 4.5: Reduction of Table into c—1r x 2 tables.
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We are now able to perform Barnard’s CSM test on each of these tables separ-
ately. The advantage of that is that each CSM test now only involves maximisation
over a one-dimensional simplex only, and we only need to look through a smaller
set of tables. Indeed, instead of doing one test which goes through w tables, where
w is given in (4.7)), we perform ¢ — 1 tests that go through []/_, (n;. 4+ 1) tables. A
quick computation shows that (¢ —1) []i_,(n;. + 1) grows a lot less quicker than w
for increasing r, ¢ or (n;.);=1,. ,. Furthermore, as discussed in Section , we can
still define a nice geometry-based convexity condition which is exactly the same
as in the 2 x 2 case.

However, one difference is that because we now have a total of ¢ — 1 tests
to perform, we also end up with ¢ — 1 p-values. How should we interpret such a
result? If we test ¢ — 1 hypotheses separately, and require for each individual test
the probability of a Type I error to be at most «, then the probability of making at
least one Type I error over these c—1 tests is 1—(1—a)¢" !, assuming independence
of the tests. For a = 0.05 and ¢ = 5, this is already a probability of 0.185. Different
ways exist to handle this “multiple testing problem”. For example, in order to
control the family-wise error rate (FWER), i.e., the probability of making at least
one Type I error, one could apply a Bonferroni correction. If we denote the, say, k
null hypotheses we are testing for by H', ..., H*, and the respective valid p-values
we obtain from those tests by p', ..., p*. Then the Bonferroni correction amounts
to rejecting each hypothesis H* for which p* < a/k, where « is the desired upper
bound for the FWER. By Boole’s inequality, this procedure guarantees that « is
actually upper bound for the FWER. Indeed, if we assume that k; out of the k
null hypotheses are actually true,

k1 k1
FWER = Py, (U {v' < %}) <> Pu(p<T) kg <a
1 1=1

1=

In the penultimate inequality we used that the p-values are valid. One should real-
ise that this approach is rather conservative. Especially for large k it will become
very rare to actually reject one of the null hypotheses. Several other approaches
can improve on this, and we recommend the paper by Goeman and Solari |74] to
learn more on the topic, but whatever approach we choose, we will in one way or
another always lose some test power by considering multiple hypotheses.

Furthermore, the reduction into ¢ — 1 r x 2 tables essentially tries to answer a
different question. In deciding whether or not to reject the general null hypothesis
(4.3), we are not interested in finding out for which categorical outcome the asso-
ciation between the groups breaks down or not. Instead, the reduction will point
us to which of the ¢ — 1 constituting null hypotheses in we should actually
reject. Because of this, and because of the complications of dealing with error rates
in the case of multiple hypotheses, we will not be able to properly compare the
reduction approach with the other ideas in this thesis. Although the author of
this thesis would love to find out if this approach would be fruitful, it will not be
researched in more depth in the remainder of this text.
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FIVE

RESULTS

Let us actually start trying out some of the methods described in the previous
chapters. First of all, as the goal was to construct statistical tests on contingency
tables that surpass a standard 2 x 2 size, let us see how large we can make the tables
while still keeping the computation time “within an acceptable range”’, whatever
that may mean. Afterwards, we want to see how “powerful” the different tests
are. As we have discussed in Chapter [3, this might not seem a useful exercise
for those in favour of conditional tests, but one might still interested in how the
argument of unconditional tests being more powerful holds up when the table sizes
start increasing. We will therefore keep in mind the trend observed by Mehta and
Hilton [55], that the difference in power between the tests decreases for increasing
table and sample sizes, when analysing the results from our power study.
In our comparisons, we will consider the following tests:

o Fisher’s Fxact Test. For larger tables, this will be the Fisher—Freeman—Hilton
test. As mentioned in countless papers already [24], |25], we will expect this
test to be rather conservative. We will make this more precise in Section [5.4]
We will make use of the already existing R implementation fisher.test
here.

e Pearson’s Chi-Square Test. In particular, we will use the chi-square test with
the continuity correction proposed by Yates [10], using as test statistic.
This will make this test comparable to Fisher’s exact test. We will use the
function chisq.test, which is again the existing R implementation.

o Barnard’s CSM-like Test. With this, we refer to the CSM test as described
in Section (or rather the CSpM test), as well as two variants, where we
determine the symmetry classes using the S, or Sy conditions.

e Suissa and Shuster’s Unconditional Test. Here we use the chi-square test
statistic as an external test statistic to determine the ordering of the tables.
We also define a variant of this test by using the mean value test statistic
f@O P(X; 60)d0 instead, and one by using the Fisher p-value as a test statistic.
Recall from Proposition that this is nothing else than Boschloo’s test.

o Linear Programming Tests. Finally, we will consider the tests which convert
our problem into a linear program, as described in Section [4.3.2] Numerous
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variations are possible here too. We can construct a test based on each of the
linear programs ([£.20)), (4.22), ([4.23) and (4.24). For each of these versions,
we can furthermore choose which of three definitions for symmetric tables
to use; the Sp, S,, or Sy conditions.

Recall that the power of a test is given by 5(04,...,0,) = P, . 6, (T(X) €
K*®). Alternatively, we can write this expression in terms of the p-value as 5(64, ..., 0,) =
Py, . 0,(p(X) < ). Because we are working in a discrete setting, we can actu-
ally exactly compute the power for any given (64,...,60,) € © pretty easily by
enumerating over all the tables x which have p(x) < a, i.e.,

BO1,....0.)= > Po.p(X=%x)= > Ps . s (X=x). (5.1)
xEK® x€Qp(x)<ax

One should be mindful of the notation here. We have replaced the subscript 6,
representing the common value under the null hypothesis, by the “vector of vectors”
(64,...,0,) € ©. We thus have

N
Py, 0, (X=x)= H I1 Z;‘gjj = Hljml . H H 0. (5.2)

'11]1

Given the critical regions or p-values obtained from two tests, we can easily com-
pare their power for any given (01,...,60,) € © by computing the probability of
a table ending up in the critical region or having a p-value smaller than « via
(5-1). Note that if (64,...,8,) € Oy, we refer to 3(01,...,0,) = 5(0) as the size
of the test. In this case we will write 0 to save space (this comes with the abuse of
notation that 6 € 0g). In the Neyman-Pearson framework, this size is bounded
by a. Furthermore, for (64,...,60,) € ©1, 5(64,...,0,) represents the probability
of rejecting the null hypothesis given that the null hypothesis is false. Of course,
we want this probability to be as large as possible, minimising the probability of
a Type II error. In the power comparisons that will follow, we will thus always be
searching for the most powerful test. That is, we will be looking for the test with
the largest power for (01,...,0,) € O, while keeping 3(0) < « for 8 € O,.

5.1 Grid Size

The first step in determining how large we can make tables in order for the compu-
tation time to be “within an acceptable range” is to find out how large of a grid for
Op we actually need. The CSM and LP tests perform some kind of maximisation
over values of 8 in O, and to limit the computation time we would like to keep
this amount of @-values to a minimum, without sacrificing too much on test power
and validity. Indeed, if we would perform the maximisation over too few points,
this also means that we enforce the test size to be smaller than « over few points,
and it might thus occur that after we have selected the table in our critical region,
we have Pp(X € K*) > « for some 0 € ©, which was not included in the grid.
To investigate the effect of the grid size on the test performance, we will look at
two unconditional tests: Barnard’s CSM test where we utilise the S;ext P condition
and the LP test based on with the S;extP condition. We will execute these
tests on tables with different sizes and sample sizes, using different grid sizes. The



CHAPTER 5. RESULTS 75

CSM test will return an ordering of the tables. Given a table size and sample sizes,
the outcome space € is fully determined. We will then perform the test for a very
large grid size (N = 1000), of which we assume that this grid size is large enough
for the problem sizes we have been working with. This guess is based on experience,
and will turn out to be large enough in a bit. The ordering we obtain from this
will serve as our benchmark ordering. We will now decrease or increase the grid
size in a similar fashion to how we altered ¢ in Algorithm [I|and perform the CSM
test with this grid size, as long as it takes to find the smallest N = N’ that still
results in the same ordering as the benchmark ordering. It is at N’ that we can say
with a certain degree of confidence that a finer grid is not necessary. For the LP
test, we will perform the same procedure, but instead, given the significance level
a = 0.05, search for the smallest grid size for which the obtained critical region is
the same as the benchmark critical region. This procedure is written out for the
CSM test in Algorithm [3]

Algorithm 3: Find minimal grid size N.

Input: sample sizes (n;.)i=1,._, a number of columns ¢, and the large
benchmark grid size N, = 1000
Output: the minimal grid size N’
construct the outcome space €2 for the given values of (n;.);=1, ., and ¢;
divide the sample space into symmetry classes according to the desired
symmetry condition, in this case S;extP;
let 0, be the ordering of €2 using the CSM test with grid size Ny;
set k =2, Nog = Ny and Nypew = Ny /2;
while ’Nold — Nnew| > 1do
set Nold = Nnew;
let opew be the ordering of 2 using the CSM test with grid size Nyew;
if 0,0, = 0p then
| set Npew = Npew — Npy - 275

end
else
‘ set Npew = Npew + Ny - 2_k7
end
set k=k+1;
end

return Nog V Noew;

Notice that with this method we are guaranteed to find the smallest necessary
grid size, as the QMC grids are nested for increasing grid sizes (see Appendix |Al).
If for grid sizes N7 < N, we find that the CSM test with grid size N; still yields
the same ordering as the benchmark ordering, then so will the CSM test with grid
size N,.

We aim to find the minimal grid size for the following combinations of table
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sizes and sample sizes:

2x2: (ny,ne)=(n,n)withne{bk:k=1,...,6},
2x3: (ny,n9)=(n,n) withne{bk:k=1,...,6},
3x2: (ny,ne,n3)=(n,n,n) withne {k:k=1,...,6},

For each of these tables we computed N’ via Algorithm [3] The mentioned sample
sizes, however, turned out to be a bit too optimistic in the case of the CSM tests.
The results are shown in Table 5.1 A hyphen (-) indicates that the computation
would have taken too long (in the order of magnitude of multiple hours). We will
come back to this in Section 5.3

n|2x2 3x2 2x3 n|2x2 3x2 2x3
) 1 385 96 5 1 1 67
10 | 58 62 - 10 1 53 127
15 ] 26 - - 151 29 63 1000
20| 33 - - 20| 26 18 -
25| 67 - - 25| 788 600 -
30 | 226 - - 30 | 1000 - -

Table 5.1: Minimal grid size N’ yielding the same ordering as N, = 1000 for the
CSM test (left) and the LP test (right).

For the considered table and sample sizes, it seems that especially for smaller
tables the minimal grid size is well below N, = 1000. However, we also see that
the increase in table and sample sizes also leads to an increase in N’. Eventually,
in the right table, we even see a minimal grid size of N’ = N, meaning that the
ordering with N = 999 was already different than that with N = 1000. This might
lead one to think that, when considering larger tables, N, = 1000 grid points will
no longer be sufficient to obtain the optimal ordering. One might however ask the
question how good the test performs, even though we know that we might not have
the optimal ordering. In that case, we can still make sure that the test is valid.
Indeed, realise that when performing the CSM test, at each iteration, we make use
of the grid {01, .,0N }—Values to compute the maximal values of for each
candidate table y. If the table y’ yields the smallest maximum value for (4.15),
we set X(p+1) = y’ and set p(y’) as this smallest maximum value. Note that we
essentially kill two birds with one stone here. First, we decide on the next table in
the ordering. Second, we immediately retrieve the p-value from the computations

we have just performed, and can use the vector (ZkH P(xq )) as the
j=1,.,N

.....

base layer for the next iteration.

Although this is all performed using the same grid, it does not need to. We can
use one grid with size NV, to choose the next table in the ordering, and another grid
with size N, to compute the p-value. It may seem at first that there is no advantage
in doing this, but by using a fine grid only for one part of the computations, we
can drastically cut down the computation time. By using a fine grid to compute
the p-value, we can at the same time remain more confident that the outputted
p-value is still valid, as it is less likely that we missed the actual maximum with
our fine grid than with our coarse grid.
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To illustrate this point, let us look at a specific example concerning the outcome
space of 2 x 2 tables with sample sizes (n;.,n2.) = (20,20). We will perform
two series of CSM tests; using alternative symmetry condition such S, or Sy
yielded similar conclusions as the ones that will come. One series in which we
always use a fine grid of N, = 1000 points to determine the p-value, but vary
the size N, of a coarse grid which we use to determine at each iteration which
table to choose next in the ordering. The coarse grid size will take the values
N, € {1,3,5,7,9,50,1000}. In another series, we will set the size of both grids
equal to N, = N, € {1,3,5,7,9,50,1000}. For both series of tests, we will compare
the size and power of the tests at the level & = 0.01 in order to see how big an effect
varying the grid sizes has on the power. The test sizes are shown in Figure|5.1|as a
function of #. In the left plot, we see (6, 6) for N, = 1000 and for N, indicated in
the legend. Note that we only see 3 lines. In the case of an overlap, only the colour
corresponding to the highest N, can be seen. Thus, N, € {3,5} yield the same size
function, and so do N, € {7,9,50,1000}. Because the grid used to compute the
p-value is so fine, we never exceed the o = 0.01 line and so the p-values we obtain
are valid. Note that this is not the case in the right plot, where N, also takes
small values at first. For Ny € {1,3,5}, we clearly see that the fine grid consists of
too few points to accurately compute the p-value. As a consequence, some tables
receive an severe underestimate for their p-value, and so are unjustly included into
the critical region, yielding in the probability of a Type I error exceeding a. Also
note that from Ny = 7 onwards, the size functions for both series of tests coincide.

It is worth noticing in the left plot that the size function corresponding to
N, = 1 is significantly smaller than the other ones. This can be explained as
follows. Because we determine the ordering by comparing the values of at
very few points, the next table in the ordering may be a table which yields the
smallest values of at these few points, but yields large values of
everywhere else. Consequently, when we determine the p-value of this table with
the fine grid, this table will receive a large p-value. This p-value can even be so
large that it exceeds o, meaning that it will not be included in the critical region,
along with all tables that come after it in the ordering. By increasing N,, we
decrease the likelihood of including these “wrong” tables prematurely, such that
we can keep constructing a critical region which will yield a 5(6,6) closer to the
a = 0.01 line.

The power (6, 62) is shown in Figure for variable N, and fixed NV, and in
Figure for variable N, and N,. In both figures, we indicate the line 6; = 0,,
i.e., ©g. Figure is thus a close-up of the power function on that line. We show
for the indicated values of N, and Ny both the power function (6, 6), and the
difference (01, 62) — Bhenchmark (01, 02) of the power function with the power function
with the benchmark power function obtained when using N, = Ny = 1000. Also
observe that in both series of tests, we do not only get the same size function for
N, € {3,5}, but in fact the same power function on the whole of ©. This should
not come as a surprise; both N,-values yield the same ordering. The same is true
for N, € {7,9,50,1000}, and therefore we only show the power functions for the
N-values that actually yielded a different power function. From N, = 7 onward,
there is no difference with the benchmark anymore, which can also be seen from

the plot in the bottom-right corners of Figures [5.2] and [5.3]
We can also perform the above exercise for the LP test. In contrast to the CSM
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Figure 5.1: 3(6,60) for variable N, and fixed N, (left) and for variable N,, N,
(right) with o = 0.01.

tests we only use the grid once, to make sure that the constraint > =, w; P(x’; 0) <
« is satisfied for each grid point 8. We again consider the outcome space of 2 x 2
tables with sample size (n;.,ns.) = (20,20), but now only perform one series of
tests with grid size N € {1, 3,5,7,9,50} and compare their power functions to that
of the test with N = 1000, for the significance level of & = 0.01. The respective
size functions are given in Figure [5.4] and the power functions in Figure [5.15] We
get similar results; for very small values of N (in fact N < 7), the constraint on
the critical region is not enforced in enough values of 8, leading to critical regions
that clearly entail a Type I error probability larger than « for many values of 6.
However, from 9 grid points onward, the critical region is the same. This can again
be seen from the overlapping size curves for N € {9, 50, 1000} in Figure , and by
the zero difference plot in the bottom-right corner of Figure [5.15] The motivation
for this long-winded example is essentially to say that even though the grid size
might be too small for the actual problem dimensions to capture the actual CSM
ordering or LP critical region, we still create an approximating ordering/region
which performs relatively comparable to the actual ordering/region in terms of
power. Table does not tell the whole story as it only indicates the smallest grid
size for which the obtained ordering/region is ezactly the same as the benchmark
ordering/region. The smaller grid size might yield the same ordering, up to one
swap of two symmetry classes, or region, up to the inclusion of one symmetry
class. This is already “punished” as a difference in Table [5.1], but it is definitely
not necessarily the case that this slightly different ordering results in a less powerful
test. This would only be the case if the swap in the ordering “unluckily” happens
to occur around the chosen significance level, such that one set of tables would
be part of the critical region in one ordering, but not anymore in the swapped
ordering.

It is only when we go towards very small grid sizes (in the example below 7
grid points for the CSM test and below 9 grid points for the LP test), that we
end up with dramatically different results. Based on the (empirical) observations
made in this Section, we will from now on always set the grid sizes for the CSM
test to N, = 10 and Ny = 100, and for the LP test to N = 100, unless specified
otherwise. Having run many simulations for different table and sample sizes, we
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Figure 5.2: (6, 05) for indicated values of N, (left) and the difference (61, 02) —
ﬁbenchmark(ela 92) (I‘lght) :

feel that this number of grid points is, until certain table dimensions and sample
sizes, neither too large that the computations will take too long, nor too small that
it allows any violations of the upper bound on the Type I error probability. We
will however also encounter table and group sizes for which the aforementioned
grid sizes will no longer be sufficient, as the test size constraint has been violated.
We will indicate whenever this happened, and will also mention the (larger) grid
size we used instead in order to again satisfy the test size constraint.
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Figure 5.3: (6, 6,) for indicated values of N, and Ny (left) and the difference
/8(017 ‘92) - Bbenchmark(ela 92) (COlumn)-

5.2 Cutting down on the number of LP tests

As one might have already noticed, the number of different LP tests one can per-
form is rather large. We mentioned four linear programming formulations, each of
which can be performed with one of three symmetry conditions. It would not make
sense to consider all twelve variations in the large speed and power comparisons
that will follow in Sections and Therefore, let us preemptively eliminate a
few of these tests from further consideration.
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Figure 5.4: 5(6,0) for variable N with oo = 0.01.

5.2.1 The “maximin” test based on (4.22)

First of all, the tests based on led to some odd behaviour. Consider the
tables with (ny.,n2.) = (20,20). The critical region corresponding to o = 0.05 we
find for the test using (which we will call test A) is shown in Figure [5.5/on
the left. On the right, we find the critical region for the same level, but instead for
the test using (which we will call test B). Tables that are included in the

critical region are marked in black.

I |

X21
0 2 4 6 8 10 12 14 16 18 20

X21
0 2 4 6 8 10 12 14 16 18 20

o
|

TTT LI LI

0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
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Figure 5.5: Critical regions for test A (left) and B (right).

Already, the critical region on the left does not look very intuitive; it does not
include many of the most extreme tables in the top-left and bottom-right corners
of the figure. This is a big difference with the critical region of test B, which in
fact entirely includes the critical region in the left plot. The corresponding size
functions 4(#,0) can be seen in Figure . The blue curve corresponds to test A,
and the red curve to test B. Again, it seems that the blue curve could have easily
been a lot closer to the black o = 0.05 line (without violating the size constraint)
by just adding some of the most extreme tables.

Finally, the power functions for the two tests are plotted in Figure 5.7} In the
left plot, the power 54(01,02) in ©1 of test A can be seen. This shows that test
A is really not that powerful when compared to the middle plot, which shows the
power function of test B. Of course, this could have already been realised from
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Figure 5.6: Size functions 54(0,6) (blue) and Sp(0,60) (red).

the fact that the critical region for test A is a subset of the critical region for test
B. The difference 54(601,02) — 5p(61,02) is shown in the right plot, and is negative
everywhere.
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Figure 5.7: Power functions (54(01,02) (left), B(61,602) (middle) and the differ-
ence 6,4(091, 92) — 53(91, 92)

The obvious question that arises from looking at the critical regions and the
corresponding power functions, is why the critical region does not include any of
the “extreme” tables in the top-left and bottom-right corners of Figure [5.5] We
suspect that this is due to numerical errors that arise when solving the linear
programming problem . Again, the matrix A in will contain a number
of rows with a lot of small entries, corresponding to the @-values close to the
boundary of ©gy. Although the entirety of the matrix A will be used to check the
size constraint, only these few small-entry rows will be relevant to determine the
value of the objective function. Round-off errors will therefore have a large effect
on the final shape of the critical region. This is less of an issue in, say, the test based
on . The same matrix A, with the same small entries, also appears there,
but now these small-entry rows are not involved in determining the value of the
objective function. This hypothesis is confirmed by instead solving, for example,
the linear programming problem

maximise z

subject to z =min{v; ;i =1,..., N},
v<M-Aw,
Aw < al,
w e {0,1}", v e RY,
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where M is a large number. This will rescale the entries of v and thus of z too.
If we execute test A again with this slightly altered LP formulation for increasing
values of M € {103,10%,10°}, we indeed see in the first column of Figure [5.§| that
the critical region of test A takes a more “expected” shape. As M increases, the
blue size function (second column) also seems to come closer to the a = 0.05 line.
Note however how the solver favours the inclusion of tables of which the P(x;8)-
function takes large values near 8 = (1,0) and 8 = (0, 1), leaving a big gap in the
size for M = 10® and M = 10*. Even for M = 10° a small gap remains. However,
the power $4(61,05) (third column) seems to get a lot closer to that of test B, as
one can see from the shrinking difference 84(61,62) — B5(61,02) (fourth column).
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Figure 5.8: Critical regions (column 1), 54(6,6) (column 2), 84(6:,62) (column
3), and fa(01,02) — Bp(61,02) (column 4) for the indicated values of M.

The smallest value of this constant M for which we obtain an “acceptable”
critical region will dependent on the group sizes of the table. Indeed, the larger
the group sizes, the smaller the values of P(-;0) (and hence the corresponding
entries of A) will be for certain tables and values of 6. Just as we did with the
question whether to consider the k-th smallest entry in v instead of the minimum,
we will label the problem of determining the “smallest acceptable” value of M as
future research. Because of the quirky behaviour of test A, i.e., the test based on
, we will not take it into account for the large speed and power comparisons.

5.2.2 The maximal area test based on (4.23)

Below (4.23)), we already foreshadowed that the test based on this LP formulation,
which we will call test C in this Section, did not behave entirely as expected.
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Our hope at first was that by maximising the area of the power function in ©g,
we might also get a critical region that has high power in ©; “for free”. As the
following example will show however, this is not the case.

Consider again the tables with (n.,ns.) = (20,20). We will compare the per-
formance of test C to that of the test where we instead use (4.24), i.e., maximise
the integral of the power over ©;. This test will be referred to as test D. In Fig-
ure 5.9} the critical regions of tests C (left) and D (right) are compared. Note the
odd shape of the critical region of test C: some tables which we would deem as
“more extreme”, such as (z11,221) = (14,0), are not included, while other “less
extreme” tables, such as (11, x21) = (4,0), are included. When looking at the size

X21
0 2 4 6 8 10 12 14 16 18 20

0 2 4 6 8 10 12 14 16 18 20

0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
X11 X11

Figure 5.9: Critical regions for test C (left) and D (right).

B(0,0) for both tests, we clearly see in Figure that test C tried to make the
area under the blue curve as large as possible. S¢(6, 0) manages to get a lot closer
to « for many values of § compared to 5p(6,0).
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Figure 5.10: Size functions S¢(0,60) (blue) and Bp(0,0) (red).

However, this gain in size comes at a price. When comparing 5c(61,602) to
Bp(01,63) on the whole of ©, we observe in Figure that test C is less powerful.

Test C looks for the set of tables that makes (6, 0) as close to « as possible
for as many 6 as possible, while completely neglecting the power of the implied
critical region in ©;. It is definitely worthwhile to give in a bit on the test size, if
that means achieving a far greater power in ©;. We have observed this behaviour
not only for this specific example, and have therefore opted to not consider test
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Figure 5.11: Power functions 5¢(01, 63) (left), 5p(6;,02) (middle) and the differ-
ence Bc(6y,02) — Bp(61,02).

C, i.e., the test based on (4.23)), in the rest of this chapter. For ease of notation,
we will now always refer to the test based on (4.20)) as test “LP1”, and to the test
based on (4.24) as test “LP2".

5.3 Speed

The larger the tables we are working with, the longer it will take to compute the
different tests. In particular, the computation time for the unconditional tests will
grow quickly with the table dimensions, as these tests need to consider the entire
space of table outcomes. One might have already spotted the gaps in Table
indicating that for the corresponding table and sample sizes, the computations
took longer than we were willing to let it run for. In this section, we will be
particularly interested in how fast the different tests are compared to each other.

5.3.1 Preliminary computations for unconditional tests

For the unconditional tests, it is necessary to first construct a list of all possible
table outcomes, and to find out how to divide these outcomes into equivalence
classes according to the desired (symmetry) criterion. It is important to keep
in mind that unconditional tests require this extra computation because they
somehow need to determine, for an observed outcome, which tables are more
extreme. In the case of CSM-like tests, this actually means that we compute the
p-values for each of the more extreme outcomes before being able to compute the
p-value of the table we are actually interested in. For tests using an external test
statistic, we first need to compute the value of that test statistic for the more
extreme outcomes. This extra work certainly slows down the unconditional tests
when using them for their intended purpose; deciding on whether or not to reject
the null hypothesis for an observed outcome. However, as we will see in Section
this does imply that we will only need to run a CSM-like test once in order to
obtain the p-values for all table outcomes.

Recall that the total amount of table outcomes of a contingency table with ¢
columns and sample sizes (n;.);—,. , is given by . The time it takes to con-
struct the list of all possible outcomes should therefore scale as this function of
the table and group sizes. A more interesting question is however to find out how
long it will take to divide the set of outcomes into equivalence classes. In partic-
ular, how does this computation time depend on the table dimensions and group
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sizes? This is a combinatorial exercise which depends on the type of symmetry
condition we apply. However, with some justified simplifications, we can come up
with pretty reasonable estimates for this computation time. First of all, realise
that the procedure to construct the equivalence classes is the same regardless of
which symmetry condition is applied. Given a possible table outcome, we will loop
through the list of all possible outcomes and keep track of the ones which are a
symmetric counterpart. After we have gone through the entire list, we will remove
all these symmetric counterparts, as well as the given outcome, from the list of
tables to consider and repeat the procedure, until there are no more tables left to
consider.

To this end, let us consider the setting of 2 x 2 tables. For a table where
ni. = ng. =: n, it is possible to obtain symmetry classes of size 1, 2 or 4 tables.
If a table has no other symmetric counterparts, that means that it is invariant
under switching rows or columns, i.e. all table entries should be the same. Thus,
if n is even, the table (n/2,n/2) forms its own symmetry class. If n is odd there
are no such singleton symmetry classes. Moving on, the only way in which we can
have a table with only one symmetric counterpart is if swapping the rows does
not change the table, or if swapping the rows yields the same table as swapping
the columns. That is, x1; = a1 or z1; = x99 respectively. As z1; € {0,...,n},
there are n 4+ 1 possible ways to achieve the former. However, if n is even, this
also includes (n/2,n/2), so to prevent double counting there are in fact n possible
ways to have x1; = x9;. Similarly, if n is odd, we can see that there are n ways to
choose w11 = x99. Thus, if n is even, there are 2n tables which belong to a class
of 2 tables, so there are n classes of size 2. If n is odd, there are 2(n + 1) such
tables, so n + 1 classes of size 2. The remaining tables thus all belong to a class
of size 4; switching rows and/or columns each time yields a different table. By
(4.7) with r = ¢ = 2, there are (n + 1)? tables in total, so if n is even there are
(n + 1) — 1 — 2n = n? tables which belong to a class of size 4. If n is odd there
are (n+1)?> —2(n + 1) = n? — 1 such tables. Thus, a total of n?/4 and (n? —1)/4
of such classes, respectively.

From this, we can easily see the total amount of symmetry classes G as a
function of the common group size n:

1,2
Gn) = " +n+1, neven, (5.3)
inQ—l—n—k%, n odd,

and also compute the average size of a symmetry class m(n):

242n+1
m(n) = w o %, n even, (5.4)
= = 2 )
Gln) ~ | 528 nodd.

We can now come up with a rough estimate for the total amount of searches we
need to perform in order to find all the symmetry classes. When we start, we have
to go through all w tables of the outcome space. We will then find a symmetry
class, which on average has size m. Therefore, for the search of the next class,
we will only need to go through w — m tables. Afterwards, for the next one, only
through w — 2m and so on. Thus, if we let for simplicity w be a multiple of m, i.e.
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w = km, the total number of searches N will be approximately

N=w+(w—m)+(w—=2m)+...4+2m+m
=mk+k—-1)+...+2+1)

Rk +1) (5.5)
1 ’ 1

2
Note that the approximation here is made by setting all group sizes to m. If we
would remain exact there would be different group sizes, and then the order in
which we go through the groups will affect the sum in . For larger tables, the
above computation becomes quite a lot more involved so we did not come up with
an analytic expression there. However, we find it reasonable to believe that the
total number of searches can still be approximated with some kind of arithmetic
sequence as in , albeit with a different number value for m. The number
of different group sizes will inevitably become larger, so the approximation will
perform more and more poorly. Nevertheless, we can assess how well a quadratic
function of the form aw?+bw would fit to measurements of the time it takes to find
all symmetry classes for given table and group sizes. This is shown in Figure [5.12]
In all three graphs, we plot the computation time of finding all symmetry classes
as a function of the number of tables. The left plot corresponds to 2 x 2 tables
with ny. =ng. =n € {bk: k =1,...,30}, the middle one with 3 x 2 tables where
ny. =ng. =ng. =n € {bk: k=1,...,10}, and the right one with 2 x 3 tables
where ny. =ng. =n e {dk: k=1,...,6}.
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Figure 5.12: Runtime to find the symmetry classes as a function of the number
of tables w for indicated table dimensions.

The adjusted R?* values of the fits are (from left to right) 0.9992, 0.9998, and
1. However, according to our rough estimate, the amount of searches (and so also
roughly the computation time) should only depend on the amount of tables w.
That is, there should be no dependence on the table dimensions. If we were to
put all the measurements into one plot, they should all lie approximately on one
parabola. In Figure |5.13] we have done exactly that. We have also added a log-
log plot for clarity. The colours correspond to those in Figure Furthermore,
we have added a quadratic regression line considering all measurements (with an
adjusted R? of 0.9943).
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Figure 5.13: Computation time to find the symmetry classes as a function of the
number of tables w. The corresponding log-log plot can be found on the right.

The quadratic fit over all measurements is not as good as the individual fits
of course (adjusted R? of 0.9932), however a visual inspection leads us to believe
that our rough estimate of quadratic behaviour should serve as a good indication
on how the time it takes to find all the equivalence classes should scale with the
table and group sizes. The deviations that we observe might simply be a sign of
measurement errors, or maybe some small effects of the table dimensions after all.
For example, the time it takes to check whether a table is belongs to the same
equivalence class as another table will depend on the table dimensions.

5.3.2 The effect of the grid size on the computation time

Before moving on to the main speed comparison, the computation time of the
supremum and LP tests will inevitably depend on the chosen grid size N. Although
we have fixed the grid size to N = 100 in the previous Section already, it is still
worth briefly mentioning how the computation time grows with N. For example,
for the CSM test, at each iterations, the amount of operations to perform is directly
proportional to the amount of grid points we consider. Therefore, we expect the
computation time to grow linearly in N. The tests using an external test statistic
only need to perform this maximisation once to find the p-value of the table of
interest. For the LP test, the grid size N comes back as the amount of rows of
the matrix A in and is thus the amount of inequalities we need to check for
each proposed solution w. This we also expect to scale linearly.

Let us consider the outcome space of tables with (n;.,ns.) = (10,10). We
will measure for the CSM test the time it takes to compute the p-values of all
tables in the outcome space, and for the LP test the time it takes to determine the
critical region K%, We will not include the time it takes to list all table outcomes
and construct the equivalence classes, as both tests perform those steps anyway.
Each time measurement will be repeated 10 times and then we will work with the
average. One should not compare the computation times of the CSM and LP tests,
as we end up with different amounts of information after performing both tests.
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For now, we are only interested in the effect of N on the computation time. A fair
comparison of the two tests will follow in Section [5.3.3] In Figure [5.14] we show
the computation time as a function of the grid size N € {10k : k=1,...,10}.
In the left plot, two sets of points can be seen. The blue points represent the
CSM test durations where we vary N, = N and set Ny = 100 fixed set. The red
points represent the CSM test durations where we vary both N, = Ny = N. The
dashed lines are the linear regression lines. The respective adjusted R?-values of
0.9993 and 0.9997 for the blue and red lines confirm our earlier expectations of
linear growth in V. Note that for V = 100 both lines correspond to the same
CSM test with N, = Ny = 100. The right plot shows the time durations of the
LP test as a function of the grid size N. Again, we see a linear relation between
N and the computation time (R? = 0.9992). The standard deviation over the 10
measurements is indicated with the error bars in both plots.
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Figure 5.14: Computation time as a function of the grid size N for the CSM test
with fixed Ny (left, blue), the CSM test without fixed Ny (left, red) and for the
LP test (right).

5.3.3 Speed comparison for different table and group sizes

Finally, let us compare how quick the actual tests of significance are. In order to
perform a fair comparison, there are a few things we should keep in mind. First
of all, because the unconditional tests require the computation of the equivalence
classes to reach a result, we should include that time into the time the actual
test takes too. Second, our goal here will be to measure how long it takes for
the tests to do what they are intended to do. That is, for an observed outcome,
returning a p-value. To this end, we will proceed as follows. Given the group sizes
(n1.,...,n.), we will perform the test for each table in a random selection of M
tables from the outcome space €2 and measure how long it takes. This will return M
time measurements. For CSM-like tests, we expect a wide range of test durations;
tables which are more extreme will come earlier in the ordering, and we will be
able to stop the computations whenever we have reached that table. Tables which
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are not extreme will come late in the ordering, meaning that the CSM algorithm
will have already worked through most of the outcome space before returning a
result. For the other tests, we expect the test durations to be more or less the
same for all outcomes. Also, keep in mind that we also want to end up with a
p-value when performing the LP tests, so we will make use of Algorithm [2] to
find an approximate p-value. We will thus need to solve the linear programming
problem multiple times. Finally, all computations that involve some measurement
of time should be performed on the same hardware for fair comparison. In this
case, all time measurements made in the remainder of Section were made on
an Acer Travelmate P214-53-72EQ laptop with an 11** generation Intel i7-1165G7
processor with a frequency of 2.80GHz, 16GB of RAM and running Windows 11
Pro version 22H2.

Even with all these precautions to ensure a comparison that is as fair as pos-
sible, one should keep in mind that the LP tests use the highly efficient software
written by a private company to actually solve the linear programming problem,
whereas the remaining tests (in particular the CSM tests) have to settle with the
R implementation of the author. It remains an open question how fast and efficient
one can make the implementation of the supremum tests. This makes the speed
comparison of limited use, but it is the best we can do, as it is difficult to come up
with any meaningful theoretical estimates in order to compare the computation
times of the different tests. Of course, for the supremum tests, we can think of
some rough estimates. For example, the tests using an external test statistic first
need to compute the value of the test statistic for each table (w computations of
the test statistic). Next, these tests should sort the tables based on the values of
the test statistic (this can be done in O(w)). Finally, we should perform, based on
the ordering, the maximisation procedure once to find the p-values for the table of
interest. This amounts to computing and comparing N sums of P(-; @)-functions,
where N is the number of grid points. The number of terms in these sums will
depend the position of the table of interest in the ordering. Hence the computation
time for the tests using an external test statistic should scale linearly in w.

For the CSM-like tests, we have a slightly different situation. There, we perform
a set of maximisations at each iteration of the algorithm, in order to find out
which candidate outcome has the smallest maximum value. Recall that we might
use these smallest maximum values as the p-values, or alternatively we could, after
determining the ordering, run the maximisation procedure again with a finer grid
just as if the ordering was obtained by an external test statistic. However, how
many maximisations are performed to determine the ordering? Note that if we
would not include the C' condition, we would perform w maximisations at the first
iteration, on average w — m at the second one (where m is the average size of
the symmetry classes we use), w — 2m in the next one and so on, which yields a
number of maximisations that scales with w?, as shown in . Including the C
condition would lower this number substantially, but giving an estimate for general
tables becomes a more involved task. Likewise, it is hard to give an indication of
the speed of the LP tests. In the worst case, the branch-and-bound algorithm
can be exponential in the number of integer constraints (in this case the number
of grid points), if we would need to go through the entire tree of sub-problems.
However, this is rarely the case and the actual complexity of dependent on the
exact problem at hand. The best we can do for now is thus our speed comparison
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described earlier.

With a fixed grid size, the computation times will only depend on the table
dimensions and group sizes. We will consider 14 tests in total. These are Pear-
son’s chi square test (denoted PEARSON), Fisher’s exact test (denoted FISHER), 3
CSM-like tests (denoted C <S> M depending on the symmetry condition used),
3 supremum tests using an external test statistic (denoted ET <T> depending on
the chosen test statistic), and 6 LP tests. The latter are denoted LP<1,2> <S>,
indicating whether we are considering an LP1 test or an LP2 test, and specifying
one of the three symmetry conditions. For each test we will perform two series of
measurements. In the first series, we will fix the table dimensions to r = ¢ = 2
and measure the runtimes for group sizes (n;.,n2.) = (n,n) with n running from
5 to 25 in increments of 5. The second series will always consider groups of sizes
equal to 5, but with varying table dimensions (r,c) € {(2,2),(3,2),(4,2),(2,3)}.

In Figure [5.16] we show the results of the first series. For each test, and for
each value of n, a boxplot of time measurements for M = 30 randomly selected
tables in the corresponding outcome spaces. It seems that the asymptotic and
conditional tests are not so much dependent on the group size. Of course, because
the existing implementations of these tests are already so efficient, we did not
expect to find any significant effect for the relatively small group sizes we are
considering here. Moving on to the unconditional tests however, we clearly see
a superlinear increase in runtime. This is to be expected, as the problem sizes
increases at least at the same rate as the amount of symmetry classes, which
we conjectured to grow quadratically in the amount of tables, which itself is a
superlinear function of the group sizes, as can be seen in (4.7)).

A perhaps more interesting result can be found by using the timings we just
obtained to compare the speed of the tests relative to each other. In Figure 5.17]
we have shown boxplots of the runtimes of each test, for fixed values of n. Pearson’s
asymptotic test and Fisher’s exact test are clearly the quickest test, followed by
the LP tests. The tests using external test statistics are slightly slower, and as
expected, the three CSM tests can either be very quick, if the table we want
to know the p-value of is extreme, or very slow, if we first need to order a large
portion of the outcome space before we arrive at the table of interest. The runtime
of the other tests is not that dependent on the table under consideration, hence
the rather squeezed boxplots. Note that in this comparison, the 12 unconditional
tests all include the time it took to do the required preliminary computations, i.e.
constructing the relevant symmetry classes. Among the different test categories
themselves, there does not seem to be much difference in runtime. Interestingly,
even though the S, symmetry condition splits up the outcome space into fewer
symmetry classes, this does not result in any considerable speedup.

Finally, the measurements for varying table dimensions and fixed group sizes
are shown in Figure A similar conclusion to the one from the 2 x 2 comparison
can be drawn. The asymptotic and conditional tests take by far the least amount
of time. Although the CSM tests seem to be quicker for a small number of tables,
these are “lucky” observations in the sense that we executed the test on a relatively
extreme table which arrived early in the ordering. Apart from these few exceptions,
the LP tests again have the smallest runtime out of the unconditional tests, fol-
lowed by the tests using an external test statistic. Of course, one can question the
quality of the p-values obtained by the binary search in Algorithm [I} However, the
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formulation in terms of a linear programming problem and the opportunity this
brings to use efficient optimisation software, suddenly make unconditional tests a
lot quicker (although nowhere near the speeds of the asymptotic and conditional
tests yet). Again, the non-LP tests cannot use the fast LP solver software. A more
efficient implementation of the supremum methods might be able to achieve com-
parable runtimes to those of the LP tests. A recommendation for further research
would thus be to find good theoretical estimates on the runtimes of both the CSM
and LP tests, try to optimise the CSM implementation as much as possible, and
repeat the speed comparison in this more fair setting.

5.4 Size and power

Making use of , we are able to compute the size /power of the tests we discussed
at any (61,...,0,) € ©, for any given o € [0,1]. In the case of tests on r x 2
tables, © is one-dimensional and so we are able to graphically visualise the size
of the test for @ = (6,1 — 0) € Oq. Also, we would able to visualise the power
on a colour plot for the 2 x 2 case as ©; is two-dimensional, just as we did in
Figure [5.2] The same holds true for the size of the tests on r x 3 tables, as in this
case Oy = {(01,09,1 — 0y —05) : 01,0, > 0,0, + 0, < 1} is also two-dimensional.
However, for larger tables we are unable to show plots covering the entirety of
©. We should even ask ourselves whether comparing the power function based on
images is such a good idea. Of course, we could just as in Figure take the
difference between two power functions to see which one is largest, and for which
values in ©. However, we will be looking at the same 14 tests as in the previous
Section; Pearson’s chi-square test, Fisher’s exact test, 3 CSM-like tests, 3 tests
using an external test statistic, and 6 LP tests, at different group sizes. Pairwise
comparisons will yield a lot of — or rather, too much — plots and pairwise difference
plots.

Hence, we should be selective about which results to include. As we are inter-
ested in the power function of the 14 aforementioned tests when applied to tables
with different dimensions and group sizes, we will consider 2 x 2, 3 x 2, 2x 3, 3 x 3,
and 2 x 4 tables. For each of these table dimensions, we will indicate a number of
group sizes for which we will then compute the power function on a grid over ©
using (5.1)), for the significance levels o € {0.01,0.05,0.10}. We can then compare,
for each choice of group sizes and significance level, the power functions of the
different tests to each other in two ways. First, we will look at the power functions
on O, i.e., at the size, as we can plot these as functions of a single parameter 6.
Note that this we can only do for the 2 x 2 and 3 x 2 tables. Second, we will try
to compare the power functions on ©; via an approach used by Mehrorta, Chan
and Berger [12]. This we will discuss in more detail once we get there.

Finally, one should realise that this power comparison is of limited signific-
ance. As noted by Upton [54], power comparisons are usually done for tests which
share the same Type I error. However, because we are in a discrete setting, the
significance level o we fixed beforehand will in general not be reached by all tests
(and keep in mind that the size is in fact a function of the unknown nuisance
parameter). However, in the words of Martin Andrés and Silva Mato [75], “the
absence of a reasonable alternative makes the use of this procedure unavoidable”.
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5.4.1 2 x 2 tables

Let us start with the 2 x 2 table. We will consider all 14 tests we discussed at
3 significance levels o € {0.01,0.05,0.10} for several sample sizes (ni.,n.), given
below

(5,5), (10,5), (10,10),
(20,5), (20,10), (20,20), (5.6)
(40,5), (40,10), (40,20), (40,40).

Each of these 14 tests will either return a critical region, or an array of p-values
from which we can deduce the critical region for the given level. With this, we can
then easily use to compute the power function on a grid of (6, 6;)-values.
We will compute the power 3(6y,60s) for all 1,0, € {kA:k=0,...,A™'} with
A = 0.01. This will return a total of 14-3-10 = 420 matrices with 101 x 101 entries
representing the power function evaluated on this equidistant discretisation of ©.
Again, we will not show 420 colour plots. However, to get a first idea of how the
different tests performed relatively to each other, let us look at the size functions
for each combination of o and (n;.,ns.). For all combinations of o and (ny., ns.),
one can find the plots of the size functions in Figures|[C.1],[C.2] and [C.3] We use the
same abbreviations for the tests as introduced in Section [5.3.3] The corresponding
plots can be found for the LP tests in Figures[C.4], [C.5] and [C.6]

First thing to note is that in general, all unconditional tests have a larger size
for all # € [0,1] than Pearson’s and Fisher’s tests. Since we use Yates’ correction
for Pearson’s chi square test, we expected it already to behave like Fisher’s exact
test. The relatively small size of these two tests is in line with the often mentioned
argument against conditional testing; that it is less powerful. Since the power
function is continuous in @ (this is easy to see from (5.1))), we would in general
expect a test with lower power also to have lower size. For completeness, note that
this observation does not always hold. There are a couple of cases in which the
sizes of ET chi and ET vol dip below that of the size of Fisher’s exact test. It is
not really clear yet whether the gap between the size function of Fisher’s test and
that of the unconditional tests becomes smaller as the sample sizes increase.

Note of course that, by construction, Boschloo’s test (ET fisher) is uniformly
more powerful than Fisher’s exact test and the size function of Boschloo’s test
always takes a larger value than that of Fisher’s. Furthermore, we see for small
group sizes (in particular the first rows of Figures and , that also the
unconditional tests have a size far below «, and sometimes even coincide with
the size of Fisher’s exact test. This is also to be expected, as the outcome space
is simply not that large, the P(x;@)-functions take relatively large values and
therefore the supremum methods will not be able to “stack another table” on top
of the already ordered tables without surpassing the level a.

Comparing the unconditional tests with each other (not including the LP tests
for a moment), we see that especially for small sample sizes, there is a lot of
overlap in the size functions. For certain tests, this overlap stays even for large
sample sizes. For example, in every plot, the size function of C S_P M is exactly the
same as that of C S_V M. C S_chi M sometimes also has the same size function.
Overall, it does not seem as if one symmetry condition always yields superior size.
We will see in a bit that this conclusion also follows for the power function on ©;.
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Also when looking at the tests using an external test statistic, there does not seem
to be one test statistic which yields superior size in all cases. However, it seems
that unless the CSM-like tests and tests using external test statistics overlap, the
CSM-like tests have a higher size for most values of 6.

Now only looking at the LP tests, there seems to be lot of overlap for small
sample sizes (see Figure . For larger sample sizes, the size functions of the
different tests seem to differ more and more. However, also here there does not
seem to be a test which clearly has the largest size for all § € [0, 1]. In particular,
there does not appear to be a big difference between the LP1 tests and the LP2
tests. We will see in a bit if this also holds for the power function on ©,. Comparing
the LP tests to the other unconditional ones, the general observation seems to be
that the LP tests always have a size comparable to that of the CSM-like tests.

As we are essentially only interested in the how powerful the tests are compared
to each other, we decided to use a similar table representation as the one used by
Mehrorta, Chan and Berger [12]|. This is shown in Tables [C.1] |C.2} [C.3] and |C.4]
for a = 0.01. We have omitted the tables for other significance levels, as they did
not provide much added value. How should one read these tables? All rows and
columns are named after one of the tests we are investigating. Consider the cell in
row R and column C (note that the table is rotated; we say that Table for
example, has 13 rows and 4 columns). There are a bunch of numbers and signs in
this cell. Each pair of one number or sign with one number between parentheses
or an empty entry corresponds to one of the (ny.,ny.)-values in (in the same
configuration). So for example, in Table in the cell in row PEARSON and column
FISHER, the two entries “<” and “(-0.0590)” correspond to group size (5,5), and
the two pairs of one “=" and an empty entry correspond to the group sizes (10, 10)
and (40, 40).

What do these numbers and signs mean? For the given group size, we com-
puted the difference in power functions Sg(61,602) — 5c(0y, 02) for the grid 0y, 6, €
{kA:k=0,...,A7'} with A =0.01. We can then count the number of (6, 65)-
values where the difference is positive, i.e. where test R has higher power than test
C'. If the difference is positive at all values of (61,0:), we denote this in the table
by a “>” sign as the upper entry, meaning that the row test has greater power
than the column test at all (6y,0,)-values. If the row test has lesser power at all
(01, 05)-values, we place a “<” sign as the upper entry. If the power is equal at
every grid point, we write a “=" sign. Finally, if one test is more powerful on some
parts of ©; and the other on other parts of O, we display the proportion of grid
points where the row test has greater power than the column test. The lower entry
(the number between parentheses, if present) is the numerical approximation of
the volume between the two power functions, i.e. the number
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In the case we have displayed an sign, this sum is of course zero, so we left
it out, explaining the empty entries. Thus, just as an example, if we want to
compare the power functions of the tests ET chi and LP1 S_V for the group sizes
(n1.,m9.) = (20, 20), we should look at the cell the sixth row and the second column
of Table [C.3] Within that cell, the pair of entries on the second row and on the
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third column is of interest to us. There we read the numbers 0.3641 and (0.0000).
The first indicates that for 36.41% of the grid points in Oy, the power function
of ET chi is higher than that of LP1 S_V. However, the volume between the two
power surfaces is so small that it 0.0000 is displayed. Thus, at that 36.41% of Oy,
the gain in power by using ET chi approximately compensates the loss in power
by using ET chi in the remaining 63.59%.

There are a number of things to observe from these tables. First of all, just
as we already expected a bit from the size functions, and from all the proponents
of unconditional tests, we see a lot of “<” signs in the PEARSON and FISHER rows,
indicating that the remaining tests (all unconditional) are more powerful. Also,
in the FISHER row, one might argue that for increasing group sizes, the power
function of Fisher’s exact test seems to slightly “close the gap” with the other
power functions. This observation is based on the numbers between parentheses
to become slightly less negative when going going through the entries in each cell
from top to bottom and left to right. For example, in the (FISHER, C S_P M) cell,
the volume between the power surfaces is -0.0623 and -0.0863 for (n., ns.) equal to
(10,5) and (10, 10) respectively, whereas for (n;., ns.) = (40, 40) it is “Just” -0.0403.
This pattern does not hold every time however, in the (FISHER, ET vol) cell for
example, we have a difference of -0.0303 at (ny.,n2.) = (10,5), but a difference of
-0.0350 at (nq.,ns.) = (40,40).

Furthermore, looking at the three tables cells that compare the CSM-like tests,
we see a lot equality signs. This we also saw coming by the many overlapping
size functions of the CSM-like tests. Realise that if two size functions precisely
overlap, one can say almost with certainty that the corresponding critical regions
must consist of the same tables. But then from it follows immediately that
the power functions will also be identical on the whole of ©. C S_P M and C S_V
M perform identical, while one could argue that for the group sizes where C S_chi
M has a different power functions than its two counterparts, it performs slightly
worse most of the time. This can be seen in the (C S_P M,C S_chi M) cell, where
the volumes between the two power surfaces are all non-negative (so in favour
of C S_P M), and in the (C S_chi M,C S_V M) cell, where the volumes are all
non-positive (thus in favour of C S_V M).

Moving on to the ET tests in Table [C.2] we see many “=" signs. However, for
the (ny.,ns.)-values where the power functions are not identical, it seems that ET
chi (recall, Suissa and Shuster’s test) performs slightly worse than ET fisher
(Boschloo’s test). For (ny.,n2.) € {(20,5),(40,5), (40,10)}, Boschloo’s test has a
higher power function at all grid points. For (ny.,ns.) € {(20,10), (40,20)}, there
is no superior test for all values of (0,6,), and ET chi has larger power on a
slightly larger proportion of ©;. However, the volume between the two power
surfaces is in both cases close to zero. Comparing ET chi with ET vol gives a
more mixed impression, with ET chi being less powerful everywhere for certain
(n1., no.)-values, but also more powerful on a large portion of ©; for other (n;.,ny.)-
values. A similar observation can be made comparing ET fisher with ET vol.
However, it occurs less often that the power function of ET fisher is worse on
the whole of ©; than that of ET vol. If we would have to pick one test out of these
three external statistic tests, we would suggest to use ET fisher, as it seems to
generally have the highest power. However, this is not intended to be a rigorous
statement.
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Comparing the LP tests in Tables and [C.4] we again see a lot of identical
power functions. The LP1 S_P and LP1 S_V tests behave almost identically, just
as the LP2 S_P and LP2 S_V tests. Furthermore, it again seems that the S,-based
tests perform slightly worse. If we want to compare the LP1 tests with the LP2
tests, we should look at the cells in the intersection of the LP1 S_P and LP1 S_V
rows and LP2 S_P and LP2 S_V columns. We temporarily leave out the S,-based
tests because of their slightly lower power. In these cells, we see many “=" signs,
but it seems that the remaining non-“=" entries are overall either smaller than 0.5,
or not much bigger than 0.5, where the volume between the power functions is
often either 0.0000, or something close to that. One might be tempted to say that
because the LP2 approach tries to maximise the average power on 01, the LP2 tests
will achieve higher power for a greater portion of grid points than the LP1 tests,
explaining many of the entries smaller or around 0.5. On the other hand, as the
volume between the power functions is always pretty close to zero, this indicates
that on the smaller part of ©; where LP1 tests achieve greater power than LP2
tests, this gain in power is greater than the loss of power on the remainder of ©;.
There does not seem a clearly more powerful approach here either.

There are three more comparisons we would like to make. First of all, let us
look at the ET tests versus the CSM-like tests in Table [C.2] If not equal, the power
functions of the CSM tests are almost always larger than that of the ET on large
portions of ©1, and the occurrences where this is not true are most often observed
when using the C S_chi M test, of which we had already noted it seemed to be less
powerful. Focusing on C S_P M (C S_V M performs identical), out of the 19 non-
“=" entries in the 3 cells comparing C S_P M with every ET test, the proportion of
©; where the C S_P M power is just around 0.5 three times (once 0.4579 and twice
0.5458, all with positive volumes in favour of C S_P M). Apart from these three
(ny., ny.)-values, the proportion is convincingly in favour of C S_P M, even coming
out above 94% for 9 (ni.,ns.)-values. The volumes between the power surfaces
are in fact also always positive (in favour of the CSM tests), except for the C
S_chi M test. We are therefore inclined to say that the C S_P M (and C S_V M)
tests are generally more powerful than the ET methods. Again, no strong, uniform
statement can be made however.

Comparing the ET tests with the LP tests in Tables[C.2] [C.3], and [C.4], if equal
power functions are observed, they are only found for the small (ny.,ns.)-values of
(5,5) and (10,5). For the rest, we either have a “<” sign (note that most of them
are in the ET chi row), indicating that the ET power function takes smaller values
everywhere on ©4, or a proportion of grid points where ET has larger power that
comes above 0.5 only in 6 out of 126 non-“<” and non-“=" entries, and can get
as small as 0.0345. The volumes between power functions is 0.0000 or higher (but
never above 0.0005) in 38 out of the earlier 126 entries. These observations also
give reason to believe that the LP tests might be more powerful in general than
the ET tests.

Finally, looking at the CSM tests versus the LP tests in Tables [C.2] [C.3] and
, we see that the methods all have the same power for (n;., ns.) taking values in
{(5,5), (10,5), (10,10)}. Some individual pairs of tests have identical power also
for other (ni.,ns.)-values. For 18 out of the 97 entries, we see that the power
functions of the LP tests are larger than that of the CSM tests on a larger part
of ©1. However, the corresponding volumes are all very close to zero. Interesting
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to note is that LP2 S_P (and LP2 S_V, which performed identically), is the only
LP test never has smaller power on a majority of ©; than a CSM test for all
(n1.,na.)-values. Summarising, it seems that the LP tests generally have higher
power on a bigger part of ©, but the gain in power relative to CSM tests on this
majority of ©; is smaller than the loss in power on the remainder of O, as the
volumes between the power surfaces are generally close to zero.

5.4.2 3 x 2 tables

For 3 x 2 tables, we are still able to plot the size function. Let us consider the
outcome spaces of tables with group sizes (ni.,n2.,m3.) equal to

(5’ 57 5)7 (10? 57 5)7 (207 57 5)7 (207 107 10)7
(10,5,5), (20,10,5), (20,20, 10), (5.8)
(10,10, 10), (20,20,5), (20,20, 20).

We can again plot the size functions for different values of (ny.,no., n3.). This time,
we limited ourselves to ae = 0.01; the other plots would convey a similar message.
In Figures[C.7],[C.8, and [C.9] the reader can find the size functions for the indicated
tests and groups sizes. In the right column of plots, one can find all the LP tests,
the remaining ones are always in the left column. For the small group size of
(5,5,5), we again see that all tests all have a overlapping size which is quite far
away from «. Only Fisher’s exact test has a smaller size there. Apart from that,
glossing over all the plots there are three important observations to make. First
is that we the blue line cross over the a level a couple of times. This should not
come as a surprise, as there is no reason why the asymptotic test should actually
be valid. It is shown in Aanes [b] that in fact the Pearson’s chi squared test is only
asymptotically valid, and these plots form a clear counterexample that it need not
be valid in general. The second observation is that the LP tests manage to have
size very close to « for many #-values, achieving greater size than many of their
non-LP counterparts. Due to the low resolution of the R plots, it seems that the
LP tests seem to surpass the a level. We checked however that this is not the case.
Finally, observe that the ET chi and ET vol test often have a size lower than
that of Fisher’s test for many values of #. Boschloo’s test of course always has a
larger size than Fisher’s exact test. In general, the gap between the size function
of FISHER and that of the unconditional tests is already a lot smaller than in the
2 X 2 case, especially for the larger group sizes. This is in agreement with the
observations from Mehta and Hilton [55].

Let us move on to comparing the power functions of the tests on ©;. Realise
that the power function is now a function of three parameters; 61, 65, and 65.
Consequently, keep in mind that the power comparisons in Tables [C.5]
and are now made over a three-dimensional grid of (6, 6s, 05)-values. We
chose the spacing between grid points a bit larger now, such that 6,605,605 €
{kA:k=0,...,A7"} with A = 0.1. The numbers between parentheses should
be interpreted as in , but now with a triple sum as S is a function of three
arguments, and a division by A% instead of A? (the exponent should in general be
equal to r(c — 1)).

A first observation we can instantly make is that all the tests have identical
power for (ni.,ns.,ns.) = (5,5,5), except Fisher’s test, which has lower power.
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Another thing that stands out is that the PEARSON and FISHER rows no longer
contain as many “<” signs as they did in the 2 x 2 case. Still, the PEARSON and
FISHER power functions are smaller than those of the unconditional tests on a
majority of ©1, but this again points towards Fisher’s exact test becoming less
conservative for larger tables. Moreover, going through the entries from left to
right in each cell, we observe the numbers in parentheses to become once again less
negative; Fisher’s power function moves closer to its unconditional counterparts.

Recall that for several group sizes, the chi square test actually had a size larger
than «, which gives it a “head start” to achieve greater power on some parts of ©;
too. Also, the numbers between parentheses, i.e., the numerical integrals of the
differences of two power functions on ©1, are most of the time negative. It seems
that the head start the chi squared test got did not last that long. As a side note,
observe in Table that Boschloo’s test is the only test which has uniformly
greater power than Fisher’s exact test for all (ny.,ns., ng.)-values.

Moving down to the three CSM rows, we are again inclined to say that C S_chi
M is less powerful than C S_P M and C S_V M, while there does not seem to be a
clear winner in terms of power between C S_P M and C S_V M. Comparing with
the ET tests, we again see many proportions larger than 0.5 and positive numbers
between the parentheses, similar to the 2 x 2 tables. Looking even further to the LP
columns to compare CSM and LP tests however, notice that the LP1 S_P and LP1
S_V columns only have proportions smaller than 0.5 and negative numbers between
the parentheses for all CSM tests. Contrary to the 2 x 2 tables, it now seems that
at least the LP1 S_P and LP1 S_V tests are in general more powerful than the
CSM tests. For the remaining LP tests, there are also some proportions larger
than 0.5 and positive integral values, so we cannot draw as strong a conclusion as
with LP1 S_P and LP1 S_V.

Amongst the ET tests, it seems that Boschloo’s test performs better than the
other two, as can be seen in the mostly negative integral values and less-than-
half proportions in the (ET chi, ET fisher)-cell, and the solely positive integral
values and mostly more-than-half proportions in the (ET fisher, ET vol)-cell.
Furthermore, just as in the 2 x 2 setting, comparing the ET tests with the LP tests
yields cells with almost exclusively entries in favour of LP tests being more the
powerful ones.

W_ "

Finally, comparing the LP tests amongst each other, we see multiple “=" signs,
and the non-identical entries are again of such a mixed nature that it is difficult to
say anything meaningful about which of the 6 tests is the most powerful. However,
looking at the cells involving either LP1 S_chi or LP2 S_chi, it again seems that
the chi-square approaches are less powerful. Also note the greater level of similarity
between the power functions of the (LP1 S_P, LP1 S_V)- and (LP2 S_P, LP2 S_V)-
pairs.

5.4.3 2x3,3x3,and 2 x 4 tables

Considering tables which all have more than two columns, we will only look at
the power comparison tables. We will consider the following combinations of ¢ and
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(n1.,m2.) (or (ny.,ne.,ng.) in the 3 x 3 case):

(5,5), ¢ =3; (10,5), ¢ =3; (10,10), ¢ = 3;

5.9
(20,5), ¢ =3; (5,5,5), c=3; (5,5), c =4. (5.9)

As discussed in Section 4.2.3] we will not include the C S_chi M test in this study.
The power comparison tables can be found in Tables and [C.10} and are based
on grids with a spacing of A = (0.2 now.

First thing to note is that we once again see many “<” signs in the PEARSON
and FISHER rows (especially in the former). Apart from the LP S_P, LP S_V and C
S_P M tests, who generally have higher power than FISHER, the power of Fisher’s
exact test is comparable to that of the other tests. For these table dimensions
the results seem to be less in agreement with Mehta and Hilton’s conclusions, but
keep in mind that the sample sizes have been kept relatively small in order to limit
the computation time, leading to a smaller outcome space and less opportunities
for the power of Fisher’s exact test to “catch up” with that of the unconditional
methods.

Moving on to the CSM tests, the C S_P M test has higher power than C S_V
M on a majority of ©1. C S_P M also has generally higher power than the ET tests
and the LP tests using the S, condition. It also has a power comparable to that
of the remaining LP tests. C S_chi M does not fare so well though; it has a power
function lower than that of the ET fisher and ET vol tests, more comparable to
that of the two LP S_chi tests. Out of the ET tests, Boschloo’s test again seems
to be the most powerful, and Suissa and Shuster’s test the least powerful. Note
however that Suissa and Shuster’s test has to suffer from the odd behaviour of
the chi-square test statistic in tables with ¢ > 2, as mentioned in Section [.2.3]
All ET tests have generally lower power than the LP tests, except when comparing
to the two LP S_chi tests, to which the power functions of ET fisher and ET
vol seem more similar. Finally, comparing the LP tests to each other, we already
mentioned the relatively low power of the two LP S_chi tests. Apart from that,
the differences are smaller, but LP1 S_P and LP2 S_P seems to have a comparable
power functions, that are greater than the power functions of the LP S_V tests on
a majority of O;.

5.4.4 Main takeaways from the power study

The observations we just made are necessarily hand-waving, containing a lot of
words like “generally”, “similar”, “almost”, and “often”. There is no single test which
we (theoretically) expect to always have higher power than another test (other than
Boschloo’s test having higher power than Fisher’s exact test, by construction).
Consequently, there will always be certain table dimensions and (n;., ny.)-values
where one test performs better than the other and other (n;.,ns.)-values were the
reverse is true. We can only make some cautious statements about some of the
tests based on the few (n.,ns.)-values we have considered. These should serve as
the main takeaways from Sections|5.4.1] [5.4.2 and [5.4.3] but it cannot be stressed
enough that these should be interpreted with a certain degree of caution. The key

points are:

e The asymptotic test is often either too conservative (having low power), or
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too liberal (having high power but also a size higher than the given signific-
ance level).

Just as the critics of Fisher’s exact test point out, this test is often con-
servative compared to the unconditional methods. However, in agreement
with Mehta and Hilton [55], this conservativeness becomes less visible for
increasing table dimensions and sample sizes.

Boschloo’s (unconditional) test has uniformly higher power than Fisher’s
exact test, and turned out overall to be the most powerful test using an
external test statistic.

The tests using the chi square test statistic (either as an external test statistic
or via the symmetry condition S,) generally have lower power than their
respective counterparts.

The ET tests are less powerful than the CSM-like and LP tests.

Between the LP1 and LP2 tests, we did not manage to label one of the two
approaches as more powerful.

Comparing the CSM and LP tests, there is no single clearly more powerful
approach.
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5.5 Long-term power

Martin Andrés and Silva Mato [75]| found the results from a power comparison
to be “unsatisfactory”, as no test has been proven to be uniformly more powerful
than another test (again, Boschloo’s test being the exception here). It is hard to
compare power functions which take different values at different values of 8; and
6> (in the 2 x 2 case; more generally at §;; fori =1,...,rand j =1,...,¢). To this
end, they introduce a metric called the long-term power. They argue that in order
to make a global statement about the power function over the whole parameter
space ©, we should assign an “a priori” distribution to the 6; vectors. Martin
Andrés and Silva Mato assume that, in the long term, every time a researcher
will encounter a contingency table like this, the ; vectors will follow a uniform
distribution E] They consider this distribution to reflect our ignorance about the
O;-values. Given a level «, the long-term power ' is then the overall probability
of rejecting the null hypothesis and can be found by the law of total probability,
as done below.

/5917--- »)d(6y,...,0,)
./ 3 Poo(X=x%)d(6,,....6,)

xeK«~
./ zlnz H%Jda 0
XGZK" [T 1T 1%]'111]1_[1 1o Or)
zlnl / eiﬂmde’.“’or
x;(:a Hz 11_[J IJ}” lel:jl_[l 1 )

[Ty m: 67946,
erKa 11— 1H] 13713'1_[(/ H )
(u Z z 1 nz - szl .CEZJ'

xcKa Hz 1H 1x1] =1 (nz+c—1)'

where in the last equality we recognise the expression for the number of tables
with r rows and ¢ columns with group sizes (n;.)i=1,.,. Thus, the long-term power
[’ is nothing else than the ratio of tables in the critical region to the total number
of tables in the outcome space (up to a constant, which equals one in the 2 x 2
case that Martin Andrés and Silva Mato considered, and in general as long as

'That is, each 6; will follow a uniform distribution on the ¢ — 1-dimensional simplex. Martin
Andrés and Silva Mato argued only for the 2 x 2 case, where the uniform distribution is on the
unit interval.
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c = 2). At equality (i) we wrote © = ©! x ... x O", where the ©° are just the
¢ — 1-dimensional simplexes in which the respective 6; vectors reside. This makes
it straightforward to pull the big integral over © apart into a product of r integrals
over the simplexes ©;. But then, realise that one such an integral is nothing else
than the integral in , where the n.; are replaced by the z;;. Equality (1)
then directly follows from (4.13)).

From this, we can immediately give an alternative justification for the LP
formulation . As this linear programming problem tries to maximise the
number of tables in the critical region, it will, by construction, have the largest
possible long-term power. Thus, we can say that LP1 (with no symmetry condition)
is the most powerful test in the long term. It is up to the reader to decide how much
value to attach to this property. As soon as we add a symmetry condition to the
LP test, it is not necessarily the most powerful on the long-run. Indeed, because
we can now only add groups of tables to the critical region instead of individual
tables, we are less flexible to make the critical region as large as possible. The
larger the equivalence classes, the smaller 5 will be.

For all the table dimensions and group sizes we have considered for the power
comparison in the previous section, it is now straightforward to list the corres-
ponding long-term powers. This is done in Table [C.11] For each row, we indicate
the group sizes, as well as the number of columns. The maximum value in each row
is displayed in bold. Notice how LP1 S_P always has the largest long-term power,
even though it is (in theory) not the optimal test in terms of long-term power. For
2 x 2 tables we actually see a lot of equal values, indicating that the critical regions
of many tests consist of the same number of tables (but they are generally not
identical, as the tables from the power comparison tell us). However, as the table
dimensions increase, we see how only LP1 S_P manages to keep the highest value
every time, while the C S_P M and LP2 S_P tests often have a long-term power
not much smaller than that of LP1 S_P, in particular for the outcome spaces of
the tables with more than 3 columns.

If we only consider the CSM-like tests, both C S_P M and C S_V M perform
identical in the 2 x 2 case (here the critical regions are in fact the same since Sp
yields the same symmetry classes as Sy ), with C S_chi M test sometimes lacking
behind. For 3 x 2 tables, C S_P M has a slightly higher long-term power than C S_V
M in most cases, and both have a higher long-term power than C S_chi M (except
when (n1.,ns.,n3.) = (10, 10, 10)). This should again indicate that the S, ordering
generally yields fewer, larger symmetry classes, resulting in smaller critical regions
(and generally lower power as seen in the previous Section). For the tables with
more than two columns, C S_P M always had a higher long-term power than C
S_V M

Out of the three ET tests, Boschloo’s test has the highest long-term power every
time, except for the 2 x 2 table with group sizes (40, 20) and the 3 x 2 table with
group sizes (10,5,5). Compared to the CSM and LP methods however, the ET
tests generally have a lower long-term power. Finally, between the LP tests, LP1
S_P always has the highest long-term power. In the 2 X 2 case, all LP tests not
using S, have an identical long-term power. For 3 x 2 tables, the LP1 S_V still has
identical long-term power to LP1 S_P, while LP2 S_P and LP1 S_V do not lack far
behind. For tables with more than 3 columns, LP2 S_P has the highest long-term
power of all the LP tests not including LP1 S_P.
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Keep in mind that Table essentially only shows the number of outcomes
in the critical region, and does certainly not tell a complete story of the power
of the different tests. Just as the power comparison of Section [5.4] this is not a
perfect metric. However, in the interpretation described by Martin Andrés and
Silva Mato, we would conclude that under the assumption of uniformity of the
probabilities 84,...,0,, in the long run, for « = 0.01, LP1 S_P is be the most
powerful test, C S_P M generally the most powerful CSM test, and Boschloo’s test
generally the most powerful ET test.

5.6 The choice of a mathematics programme among
male and female students

In Table [1.2] we showed the number of male and female students in each of the
three mathematics programmes offered by NTNU in 2007. We moved on with the
rest of this thesis leaving an important question unanswered. Is there a significant
difference in the choice of mathematics study programme between the male and
female students? Let us conclude this Chapter by picking a significance level of
a = 0.05, and performing some of the tests that we have encountered throughout
this text, to decide whether or not to reject the null hypothesis

Hy: ¢9M1 = 9F1, 9M2 = 9F2>

where we defined 6y, 0r1 as the proportion of male/female students that opted
for a 3-year bachelor and 2-year master programme, and 6y, 62 as the proportion
of male/female students that chose a teacher education.

First of all, to answer this question, we may opt to use Pearson’s chi square
test, although Cochran’s rule does not recommend it. Using Yates’ correction, we
find a chi-square value of 8.8791, corresponding in this case to a p-value of 0.0118.
In case one is hesitant to use the asymptotic test here, we might also use the
Fisher-Freeman—-Halton exact test, which gives a p-value of 0.0583.

Apart from these two popular tests, which return a result almost instantly, we
might opt for an exact unconditional test. As we have seen in Section [3.7], because
this is a purely descriptive experiment, the use of an unconditional test does not
lead to logical incoherencies. Some might still deem the use of this test inappro-
priate, others will argue that it is the only correct way to do inference in this case.
Either way, executing a CSpM test yields a p-value of 0.0502. Alternatively, we
can use a test which orders the table based on an external test statistic, such as
Boschloo’s test, which yields a p-value of 0.0524 and, if we perform an LP2 Sp
test combined with a binary search for the p-value, we find that Table has a
p-value of 0.0290.

As we would expect, the unconditional methods return a — in this case slightly
— smaller p-value than Fisher’s exact test. However, for all tests but the LP test,
the obtained p-value is larger than the significance level of 0.05, meaning that we
would not reject the null hypothesis for all but the LP test. The fact that the LP
p-value (which really is just an upper bound on the p-value) is so much smaller
than the other ones, again illustrates the flaw of the LP method. Because the
LP test tries to find the smallest level for which Table is still included in the
critical region, the p-value it will return is artificially low, corresponding to a most
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probably non-intuitive critical region which happens to include the observed table.
Not requiring the nestedness of the critical regions allows to label an observation
as significant evidence against the null hypothesis, even though other tests would
not reject Hy based on that observation. Clearly, striving for the highest power
should not be the only aim when devising hypothesis tests.
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Figure 5.15: 3(0y, 65) for indicated values of N (left) and the difference 3(6;, 6,)—
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Runtime and log-runtime comparison of the 14 tests (13 in the case

of 3 columns by removal of the CS, M test) with indicated group sizes and table

dimensions.
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SIX

DISCUSSION

In this Chapter, we will discuss some of the issues, limitations, and design choices
of the main additions of this thesis to the field of exact unconditional hypothesis
tests on general r X ¢ contingency tables. As to whether there is any justification,
other than pure mathematical interest, to research this field, we gladly refer to
Section [3.7. In Chapter [4] we essentially introduced two approaches to testing the
hypothesis . The first was a generalisation of the already existing uncondi-
tional methods for 2 x 2 tables, in particular Barnard’s CSM test. The second
was an approach entirely inspired by the Neyman—Pearson school of thought on
hypothesis testing. This approach uses a linear programming (LP) formulation to
construct an — in some sense — optimal critical region. In total, we ended up with
14 different tests, which we tried to compare in Chapter [3] in terms of speed and
power.

One should be cautious with the conclusions drawn from these two comparis-
ons. Of course, all other things being equal, the speed of the different tests still
depends on the efficiency of the underlying implementation. Therefore, our speed
comparison does not say anything about the efficiency of the methods themselves,
only about the efficiency of our implementations. As mentioned in Section [5.3.3]
we did not manage to find any meaningful theoretical results regarding the expec-
ted runtime or number of operations of the different methods (especially for the
LP methods). This would be a great first topic for further study.

Talking about the efficiency of the presented implementations, one particular
optimisation immediately comes to mind. Right now, when performing a CSM-like
test, all the symmetry classes are computed beforehand. If we are not interested in
a complete ordering of the outcome space, some of these equivalence classes may
not ever be considered by the algorithm. A speedup could therefore be reached if
we were to only compute a symmetry class the moment a table in that class is a
possible candidate to be the next table in the ordering.

Moving on to the power comparison, we remarked multiple times throughout
Section that also the power comparison is of limited use. On one hand, we are
comparing tests with different sizes, as the precise level a will in general not be
reached in this discrete setting. On the other hand, there are no results grounded
in theory that would lead us to expect one particular test to be more powerful than
the other. Once again, the only exception is Boschloo’s test, which is uniformly
more powerful than Fisher’s exact test, because Boschloo’s test is a supremum
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test which uses the Fisher p-value as a test statistic. Since the test power is a
function of the level v (of which we have just looked at one value: a = 0.01), and
of the table probabilities (6;;)i=1, r j—1.. . described under , different tests
will often alternate being the one having the higher power of the two for different
levels and probabilities. To this end, we briefly looked at the long-term power,
but there are a number of alternatives which are worth looking into for further
research. For the 2 x 2 setting, Haber [76] suggested for example to compute, for
a given level «, the minimum of the power function a distance d from 6y, i.e.

5min(d) = |911E16)i21|l:d ﬁ(91 ) 92)'

Just as the size function, this univariate function can easily be visualised and
compared for different tests. It should be possible to generalise this quantity to
general r x ¢ tables as well by defining an appropriate metric to quantify the
distance that @ = (0;;)i=1..._r. j=1...c lies from ©. Other alternatives, which remove
for example the dependence on the chosen level o can be found in the paper by
Martin Andrés and Silva Mato [75], from which we also got the idea to consider
the long-term power.

All unconditional tests we proposed in this text at some point required a dis-
cretisation of ©¢ (or even the whole of © in the case of LP formulation (4.24).
To construct this discretisation, we have used a low-discrepancy sequence trans-
formed from [0, 1] onto the ¢—1-dimensional simplex 6. There are some technical
objections in doing this, for which we refer to Appendix [A] Also, there are many
types of low-discrepancy sequences one could choose from, each of them showing
different behaviour depending, amongst others, on the number of columns c. We
discuss the choice we have made for this text as well in Appendix [A] The main
takeaway is that for larger tables than the ones considered here, it would be in-
teresting to look into the quality of the tests when executed using different types
of low-discrepancy sequences.

Apart from these considerations specific to the use of low-discrepancy sequence,
there is a more general comment to make. Realise that, using the Quasi-Monte
Carlo approach, the grid has been constructed to be as evenly distributed over
Oy as possible. One might actually wonder whether this is the best approach. For
example, as mentioned by Lydersen, Langaas and Bakke |4, the sum of P(-;8)-
functions can have sharp peaks near the boundaries of ©¢. It may be wise to
have a higher concentration of grid points around the edges, in order not to miss
any potential maxima. Related to this is a completely different approach that
might have been worth implementing and investigating. For a given table, the
sharp peaks may have been far away from the “interesting” possible values for 6
(for example, in the 2 x 2 case, near the MLE 6 = (z11 + 221)/n..). Therefore,
we might not want to include the peaks when determining a supremum p-value
p(X) = supgee, P, (T(X) > T'(x)) for some test statistic 7'(X). Berger and Boos
[77] showed that

sup Pr, (T'(X) = T(x)) + 7,

0cC,
where C, is a 1 — y-confidence interval for 6, is also a valid p-value. This would
allow us to restrict the maximisation to a domain C, C ©y, most likely excluding
the region closest to the boundaries.



CHAPTER 6. DISCUSSION 111

o
8 _ — _
wn
=
3 _ _
> —
o O
cC
()
3
O
o
C 8
'e]
o —I—I—I—I_I__‘ﬁ_

00 02 04 06 08 10

Figure 6.1: Frequency of #-values at which a minimal maximum has been recor-
ded in the CSM procedure.

Apart from near the edges, there exist perhaps other areas of ©y where we
are more likely to encounter, say, a minimal maximum of the current sum of
P(+; 8)-functions when doing a CSM test. For example, in Figure , we display a
histogram indicating the frequency of #-values at which minimal maxima occurred
when ordering the space of 2 x 2 tables with (ny.,n2.) = (75,50). That is, at each
iteration of the CSM method, we recorded the #-value at which the sum of P(-;6)-
functions of all tables that have already been ordered reached its maximum. There
seems to be higher concentration of maxima near the edges, and around (but not
including) @ = 0.5. It would be an interesting research topic to find out whether
one can, a priori, locate these areas of higher concentration given only the table and
group sizes. A non-uniform (and probably smaller) grid can then be constructed
accordingly, without giving in on the quality of the table ordering we end up with.
This is also relevant for the LP methods. When constructing the constraint matrix
A, we can now decrease the number of rows to only include fewer, “more relevant”
values of 8 € O (or ©), leading to a smaller LP problem that needs solving.

Finally, as we mentioned the LP methods, we would like to briefly discuss
whether this approach has a future in hypothesis testing. Although very quick
and powerful compared to many of the other unconditional methods, the non-
nestedness of the critical regions is quite a big flaw of this testing approach. We
wonder if this is an inherent flaw of using a general optimisation method, which will
simply find the most optimal solution given the significance level «, not interested
in any underlying structure we find desirable from a statistical point of view.
If so, then we fear that the LP methods might be of limited use, other than
perhaps giving a rough outline of the shape of a critical region in certain cases. If
not, however, a recommendation for further research would be to look for ways in
which we can add additional requirements, constraints or rules to the LP approach
that would make the obtained critical regions nested. Solving this issue would
mean that there exists an exact unconditional test that is computationally feasible
within reasonable time, whenever the corresponding linear programming problem
is. The LP tests would thus benefit from all the effort being put in pushing the
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boundaries of what optimisation software can solve. Another added flexibility of
the LP method is that the branch-and-bound method used to solve mixed integer
linear programmings also keeps track of feasible solutions along the way. If the
contingency table does become too big at some point, it is still possible to find
non-optimal solutions of a certain quality. It would be very interesting to see
if these less-than-optimal solutions can be used, perhaps in combination with a
more conventional unconditional method to come more quickly to a p-value for an
observed table, or even an ordering of the entire outcome space.



CHAPTER
SEVEN

CONCLUSIONS

Whether it is the testing of the effectiveness of a new medicine, or finding out
whether male and female students behave differently when deciding on a university
education in mathematics, one is looking for a statement about the significance of
a potential effect or difference. Inevitably, a statistical test of significance should
be performed on a contingency table. We have discussed what types of test can
be performed, first for the simple 2 x 2 table, and later for general r x ¢ tables.
Along the way, we have also explored the different opinions on which tests should
be performed, in which situations.

For r x ¢ tables, the literature on asymptotic tests and exact conditional tests,
which consider both marginal totals of the contingency table as fixed, is already
quite extensive. Meanwhile, the exact unconditional tests, which only fix the mar-
gin concerning the group sizes, have not received the same attention. This is most
probably due to philosophical objections, and due to their computational com-
plexity, especially for larger tables. Having considered both the philosophical ar-
guments in favour of and against the use of each type of contingency table test,
it is the opinion of the author that the exact unconditional tests certainly have a
right to exist. Whether or not a certain test is appropriate or not, should depend
on the experimental design that led to the contingency table of interest. With that
being said, there are definitely scenarios in which one can deem the unconditional
approach as appropriate, or at least where no logical case can be made against
this approach.

The computational burden an unconditional test brings cannot be denied, nor
can it completely be removed. After all, conditioning on only one set of marginal
totals leads to a far greater set of possible, alternate table outcomes that one needs
to work through. However, in order to partially remove that workload, we have
introduced two approaches. The first one generalises the already existing methods
for the 2 x 2 table to larger tables, applying a couple of speedups along the way.
The most important of those were to perform all maximisations using a Quasi-
Monte Carlo method, and the definition of new symmetry conditions that would
split up the space of possible table outcomes into equivalence classes.

The second approach aims to construct a critical region that is in some sense
optimal, given a significance level a. This is achieved by formulating a binary lin-
ear programming problem, which can then be solved with existing optimisation
software. This makes the second approach much faster than the first one, while
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maintaining comparable power. This approach is fully in line with the Neyman—
Pearson school of hypothesis testing, which might be a downside for many already.
Furthermore as the optimal solution is dependent on the level «, there is no guar-
antee that obtained critical regions are nested when « increases. We proposed
ideas to define a p-value based on the linear programming approach. However, be-
cause of the non-nestedness of the critical regions, this p-value need not be valid.
For the applicability of this approach, it is very important to find out whether or
not this non-nestedness issue can be resolved.

Finally, we performed a comparison study to see how the power functions of
asymptotic, conditional and unconditional methods would fare in both the 2 x 2
case, as for larger tables. From that, we drew a number of conclusions. First of
all, although Fisher’s exact test is often criticised for being too conservative, this
critique becomes less and less applicable for increasing table dimensions. This
is in agreement with Mehta and Hilton [55]. Furthermore, the tests inspired on
Barnard’s original CSM test, and the LP tests seem to have comparable power,
and higher power than the asymptotic test, Fisher’s exact test, and the tests using
external test statistics. Most of the time there was however no single test which
had the highest power on the whole of ©. Only in a few specific cases was it
impossible for someone to find some (64, ...,03)-value where the power of any
test of choice would be higher than the power of another test. To this end, we also
compared the long-term power as introduced by Martin Andrés and Silva Mato
[75]. Evidently, the LP test which maximised the amount of tables in the critical
region (using the Sp condition) was the most powerful in a long-term sense. The
CSpM was generally the most powerful CSM-like test, and Boschloo’s test the
most powerful test using an external test statistic.

Apart from a formal disclaimer that one can always speed up the R imple-
mentations of tests made by the author, there are a number of interesting other
directions for further research. First of all, one might aim to develop a smarter
discretisation of ©y over which to perform the maximisations required for the LP
tests to construct the constraint matrix, and for the supremum tests in order to
determine the ordering of the table outcomes and/or to compute the p-values of
the table outcomes. A more general recommendation would be to research different
metrics in order to compare power functions in higher dimensions, as will occur in
the case of contingency tables with a large amount of rows or columns. Finally, if
the LP approach can be forced to return nested critical regions, many interesting
research questions come up, such as looking for alternative LP formulations, or
combining LP tests with classical unconditional tests.
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APPENDIX
A

LOW-DISCREPANCY SEQUENCES

In Sections 4.3.1] and 4.3.2] we made use of low-discrepancy sequences in order
to create a deterministic grid over Oy that would not necessarily scale with the
number of columns of the contingency table being considered. We could then use
this grid to compute and compare the maximal values of sums of P(x; 8)-functions
in the case of CSM-like tests, or use it to construct the matrix A for the LP tests.

Probably the most intuitive way in which low-discrepancy sequences are intro-
duced is via numerical integration. We follow the treatment in the book of Nieder-
reiter |78] here. When evaluating the integral fol f(s)ds, a classical approach is to
construct an equidistant grid {i/N : i =0,..., N} of N+41 points over the interval
[0, 1] and use a method like the midpoint rule to obtain the approximation

1 N 1 S
/Of<s>dsa NfCNQ)-

=1

It is easy to show that this approximation has an error of order O(N~2). When
generalising this rule to d dimensions, say to approximate the integral f[o 1 f(s)ds,

the equidistant grid will consist of (N + 1)¢ grid points instead, and one can show
that the corresponding approximation will be of order O(N~—%/9). For large d,
this quickly becomes a rather useless error bound. This inherent weakness of the
classical integration methods is often referred to as the curse of dimensionality.
To avoid this issue, one can use the Monte Carlo method of integration instead.
The idea here is to regard the integral f[o,l]d f(s)ds as an expected value. Indeed,

for U = (Uy,...,U) € [0,1]¢ a random vector of uniform random variables,
BIf(U) = [ f(wdu
[0,1]4

However, we can approximate the expected value E[f(U)| by taking N independ-
ent uniform random samples u?, . .., u" and computing their average 1/N Ef\il f(u).
This approximation is bound to converge to the actual expected value, as by the
Strong Law of Large Numbers,
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as N — oo. Based on this, we can approximate our integral by

1=,
f(s)ds ~ lelf(u) (A.1)

[0,1]

One can prove using the Central Limit Theorem that the average error of this
approximation is O(N~1/2) |78]. The big advantage of the Monte Carlo approach
is thus that the error does not longer depend on the number of dimensions d. Thus,
if one is able to generate independent random samples, the Monte Carlo integration
method is definitely an attractive alternative to the classical integration rules for
d > 5. Keep in mind however that because we are taking random samples, we do
not have a guaranteed error bound as with the classical (deterministic) methods.
Some samples might yield a worse approximation, and some might yield a better
approximation.

A.1 Quasi-Monte Carlo integration

What if we would be able to pick samples which yield a better approximation?
This is where the Quasi Monte Carlo method of integration comes in. Instead of
sampling the points at which we evaluate f in (|A.1) at random, we can construct a
specific deterministic sequence (v!, ..., vV) of points for which the approximation
error of is smaller than this average O(N~'/2). The resulting Quasi Monte
Carlo approximation is given by

1 )
f(s)ds ~ — > V). (A.2)

[0,1]¢ i=1

Thus, if we are able to construct a “good” sequence of points, we have a method of
numerical integration that just as the Monte Carlo approach does not suffer from
the curse of dimensionality, but has a smaller approximation error. Furthermore,
since the sequence is completely deterministic, we can come up with an actual
error bound, and not some average statement on the approximation error.

The question we thus want to answer is how to construct a “good” sequence of
points. Of course, the larger we make IV, the better we expect the approximation
to be. That is, we would like the sequence (v*);cy to be uniformly distributed
on [0,1]%, in the sense that

i S = [ fs)ds,

N
—oo N i=1 [0,1]4

for a class of functions f. Niederreiter requires f to be continuous on [0, 1]¢. Equi-
valently, one can say that (v);cy is uniformly distributed if for all subintervals
I clo,1]4

N
.1
Jm 5 2 Lwen = (D),

where )\ is the d-dimensional Lebesgue measure. To quantify how evenly the point
set {Vl, vl } is distributed, we can define its discrepancy.
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Definition A.1. For a point set {vl, o ,VN} C [0,1]¢ and for a collection of
Lebesgue-measurable subsets A € P([0,1]%), we define its discrepancy relative to

A by

,DN(VI, cee 7VN; ilelg Z H{VZEA} /\d ) (AB)

The index N indicates the number of points in the point set. If we have a
sequence V = (v');en, we denote by Dy (V; A) the discrepancy relative to A of the
first N elements of V. There exist two common choices for the collection A. First is
the ordinary discrepancy Dy (v, ..., vY) := Dy(vl, ... vY; A), with A the collec-
tion of all rectangles in [0, 1)¢, i.e., all subintervals of [0, 1)¢ of the form H [sj, )
The second one is the star discrepancy Dy (vl ..., vY) = Dy(vi, ... vV A),
where A is the collection of all rectangles with the origin as their bottom—left
corner, i.e., all subintervals of [0,1)¢ of the form H?Zl[O, s;). One can show that
the ordinary discrepancy and star discrepancy have the same order of magnitude
(see Proposition 2.4 in Niederreiter |78]).

The smaller the discrepancy of a point set, the more evenly distributed it is
over [0, 1]¢, and the better the approximation (A.2)) will be. This idea is formalised
via the following result.

Theorem A.2 (Koksma-Hlawka inequality). Suppose that f has bounded Hardy-
Krause variation V(f) on [0,1)%. Then, for any v!,...,v¥ € [0,1)4,

N
1 7 *
N A= [ FEds| VDR ), (A4)
i=1 :
Proof of Theorem[A.J. See the proof by Hlawka [79] (in German). O

The Hardy-Krause variation V(f) is a rather involved generalisation of the
total variation to functions of multiple variables. We refer for its definition to
Niederreiter |78]. This complicated definition makes the actual error bound hard
to compute, but nevertheless should indicate that the Quasi Monte Carlo
approach can certainly be effective if we manage to find sequences with a small
star discrepancy. We call a sequence V a low-discrepancy sequence if it has for all

N € N a “small” value of Dy (V) (and thus of D} (V) too).

A.2 Examples of low-discrepancy sequences

Let us first give a very important example of a one-dimensional low-discrepancy
sequence: the van der Corput sequence. Although its applicability is limited in
one dimension, since classical integration methods outperform (Quasi) Monte
Carlo methods for d = 1, it is fundamental for the construction of many higher-
dimensional low-discrepancy sequences.

Consider an integer b < 2. Then every integer £k > 0 has a b-ary expansion
> ooeo ai(k)b', where a;(k) € {0,...,b—1} for all ¢ > 0 and eventually a;(k) = 0,
such that this expansion is actually a finite sum. The van der Corput sequence is
constructed by “fipping this expansion around the decimal point”. This is made
more precise in the following definition.
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Definition A.3. For an integer b > 2, we define the van der Corput sequence in
base b, denoted by C,, as the sequence (ci)r>0 where ¢ = ¢p(k). The so-called
radical inverse function ¢, in base b is defined as
dp(k) =D ai(k)p".
i=0

It turns out that for all N > 2, D4 (C,) = O(N~'log N) |78|. This is the best
we can do in one dimension, as Schmidt [80] has shown that there exists a constant
¢ > 0 such that, for any sequence V in [0,1], Dy(V) > ¢N~tlog N for infinitely
many N.

As an example, the first 9 terms of Cy are given in Table [A.1] as well as an
illustration of how to compute them. Intuitively, it seems that the first N terms
of C3 try to fill up [0, 1] as evenly as possible, no matter at which value of N we
decide to stop the sequence.

k | k (base 3) ¢3(k) (base 3) | ¢x = ¢3(k)
0 0 0 0

1 1 0.1 1/3

2 2 0.2 2/3

3 10 0.01 1/9

4 11 0.11 4/9

5 12 0.21 7/9

6 20 0.02 2/9

7 21 0.12 5/9

8 22 0.22 8/9

Table A.1: Construction of the first 9 terms of Cs.

As we mentioned earlier, we can use the van der Corput sequence to construct
higher-dimensional low-discrepancy sequences. The most straightforward example
of this is the so-called Halton family of sequences. Given d > 1, we choose integers
bi,...,bs > 2 and define the Halton sequence in the bases by, ..., by, denoted by
Hp, .. by, as the sequence (hg)k>0 where, for all k> 0,

hie = (o, (K), -, (K)).
Niederreiter 78] showed that when choosing the by, ..., b; > 2 relatively prime,

Dy (Hpy,..50) < Ki(by, ..., bg)N ' (log N)* + O(N~'(log N)*), (A.5)

for all N > 2, and for some constant K;(by,...,bs) only dependent on the bases.
It is believed that D3 (Hy,..b,) = Ka2(d)N~1(log N)¢ for infinitely many N and a
constant|78|, which would also mean that a Halton sequence with relatively prime
bases is the best we can do regarding the order of magnitude of the star discrep-
ancy. However, the constant K;(by,...,bs) can be shown to grow superexponen-
tially as d increases. This makes the bound not so informative for larger d.
Indeed, it also turns out that for large dimensions, we will be forced to use van
der Corput sequences with high bases, which have long monotone subsequences,
leading to a large discrepancy.

As an alternative to the Halton sequence, Sobol’ [81] introduced the concept
of (t,m,d)-nets and (t, d)-sequences.

-----

,,,,,
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Definition A.4. Let 0 < ¢ < m be integers and fix a base b > 0. A (t,m, d)-net
in base b is a set of b™ points in [0, 1)¢ such that every b-ary box, i.e., each interval

of the form
B a; a;+1
B — H |:ij7 bkj ) )
j=1
with k; > 0 and a; € {0, bR — 1} integer for all j € {1,...,d} which has a
volume \g(B) = b'~™ contains exactly b' points.

Definition A.5. Let ¢ > 0 be an integer and fix a base b > 0. A sequence
(v)iso C [0,1)% is a (¢, d)-sequence in base b, denoted S, 4, if for all integers k > 0
and m > t, the point set {v; : kb < i < (k+1)b™} is a (¢, m, d)-net in base b.

The intuition behind these definitions is that for any point set taken from a
(t,d)-sequence, each b-ary box of a certain volume contain an “expected” number
of points. The smaller ¢, the smaller boxes this will hold for and so the more
evenly distributed the sequence points will be. Moreover, if we feel that a point
set of b™ points from a (¢, d)-sequence still leaves a number of gaps in [0, 1)¢, the
next b™ points of the sequence will tend to fill those gaps. Niederreiter shows that
(t,d)-sequences are low-discrepancy sequences with star discrepancy

D (Si.4) < Ks(b,d)b'N ' (log N)* + O(b'N~*(log N)*™1),

where the constant can be shown to grow far less quickly than K(by,...,bg).
One important example of a (¢, d)-sequence (in base 2) is the Sobol’ sequence. Its
construction goes far beyond the scope of this thesis, and is described in detail in
Chapter 4 of Niederreiter |78]. Other nice explanations can be found in Section
5.4 of Savine [82] and Section 5.2.3 of Glasserman [83]. Because one can use bit-
level operations to build up the sequence, its construction knows very efficient
implementations. Although Niederreiter [78] mentions a couple of ways to obtain
theoretically better performing sequences, the Sobol” sequence seems to be go-to
low-discrepancy sequence nowadays when d gets large, outperforming most other
low-discrepancy sequences in many numerical experiments [83].

Despite the attractiveness of the Sobol’ sequence, we still opted in this text to
exclusively use another low-discrepancy sequence; the Torus sequence. This has
been mentioned briefly in Chapter[6] Essentially, although the Sobol’ sequence can
be implemented efficiently, elements from the Torus sequence can still be generated
more quickly. Furthermore, even though this thesis was focused on larger tables
with multiple columns and thus required the generation of low-discrepancy se-
quences in multiple dimensions, we never needed to consider the high-dimensional
regime in which the performance of the Torus sequence degrades very quickly, and
in which the Sobol’ sequence’s superiority really pays off. In the dimensions we
considered, i.e. ¢ € {2,3,4}, tests using the Torus sequence behaved very simil-
arly to those using the Sobol’ sequence — when used with a reasonable amount of
grid points — and we thus opted to choose the sequence with the fastest genera-
tion. If one would like to use low-discrepancy sequences to test contingency tables
with a higher number of columns, it would be worthwhile using a low-discrepancy
sequence that is known to perform well in high dimensions.

The Torus sequence is a special case of the so-called Kronecker family of se-
quences, which are obtained by taking the fractional parts of multiples of certain



APPENDIX A. LOW-DISCREPANCY SEQUENCES 129

irrational numbers. That is, for an irrational number z, the corresponding Kro-
necker sequence K, = (k');>0 C [0,1) is defined by

K =iz — |iz],

for all ¢ > 0. In higher dimensions, this easily generalises to the sequence (k');>o C
0, 1)4, with for all i > 0,

K'= (izy — |iz1], ..., 024 — |izq]).
One should however additionally require that 1, z1, ..., z; are linearly independent
over Q |78|. The Torus sequence can be constructed by choosing (z1,...,24) =

(\/P1,---,+/Pa), Where py, ..., pg are prime numbers. Note that the \/p1,..., /D4
are algebraic numbers: , /p; is the root of the rational-coefficient polynomial 2> —p.

Niederreiter has shown that therefore, Dy (K /... 5z) = O(N 7€), for all N > 0
and all £ > 0 [84].

goony

A.3 Quasi Monte Carlo optimisation

So far, we have been talking a lot about how low-discrepancy sequences appear to
be a useful tool for numerical integration. However, recall that we are not using
them for that purpose at all. Instead, we use them in the CSM tests for finding
the maxima of the sums of P(x;#)-functions, and in the LP tests we look at these
sequence points whether or not the probability of a Type I error is still under the
level a. In both cases, we can view this as a problem of finding the maximum of
the power function (5(-)

m(f) := sup 53(6) (A.6)
0cOg
for a suited level o, by choosing a set of points 8",...,0" in Oy, evaluating £(-)

at those points and then approximating the maximum m(3) by

o . ]' N [ — Z
This is inspired on the so-called random search; sampling random points and
evaluating the function at these points to approximate the maximum. This Monte
Carlo approach works as one can show that for continuous functions f defined on
S and a sequence (u’);>; C S of independent random samples,

mN(f;ula"'>uN) i}m(f)

Just as with numerical integration, the Quasi Monte Carlo alternative to this
random search is to use a deterministic (reproducible) sequence (v');>; instead of
a random one to approximate m(f). For continuous f and a sequence (v');>; that
is dense in S, my(3;v!,...,vY) will also converge to m(f) as N — oco.

Where we needed sequences with small discrepancy, i.e., sequences that were
evenly distributed, to make sure that was a good approximation, we now
need sequences that are dense in S. To determine how “dense” a sequence is, we
can define a quantity playing a similar role to the discrepancy.
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Definition A.6. Suppose (5,4) is a bounded metric space. Then the dispersion
of a point set {v',...,vM} C Sin S is defined by

1 N.gy._ - i
In(vi, ..., v 8) = igglglgnNé(s,v). (A.7)

Niederreiter 78] showed that for a point set {vl, o ,VN} C S,

s,te
5(s,8)<Sn (v1,...,vV;9)

This formalises the idea that low-dispersion sequences will yield good approxim-
ations to m(f). Indeed, if f is uniformly continuous on S, the right-hand side of
(A.8)) will go to zero for sequences (v?);>; that have limy o dn(vi, ..., vY;S) = 0.
Luckily for us, it turns out that on [0,1)?, a low-discrepancy sequence is automat-
ically a low-dispersion sequence, since for any point set {v',..., v} c [0,1]¢,

(%V(Vl,...,VN) < (DN<V1,...,VN))1/d

[78]. Here 6 (v, ..., vN) :=dn(v!, ..., ¥vY;[0,1]%) is the dispersion defined on the
metric space ([0,1]%,4"), with ¢’ the maximum metric defined by

d(s,t) = 1r£1ja<xd|sj —t]

for all s,t € [0,1]%. Because this metric is equivalent with the Euclidean metric,
this dispersion can be shown to be of the same order of magnitude as the dispersion
defined with the Euclidean metric. In particular, we can use the Torus sequence
discussed earlier to approximate supge(g 14 f(S).

However, the attentive reader might notice that in we are not maximising
over [0, 1]¢, but over Oy, which is a d — 1-dimensional simplex (with d the number
of table columns in this case). We can call upon the work of Niederreiter [78|
one last time, who shows that for a map g : (S,d') — (S, %) that is Lipschitz
continuous, i.e., for which there exists a constant L > 0 such that for all s,t € 5,

0%(g(s), g(t)) < Ld' (s, t),
we have for any point set {Vl, e ,VN} C 5] that
Sn(g(v), .. g(v™); Sy) < Lon(vh, ..., vY;5y).

In the setting of (A.6), we have S; = [0, 1]¢ and Sy = O, both equipped with the
Euclidean metric. The function g : [0,1]° — Oq follows immediately from (4.16]
and is given by:

( ) log s1 log s,
9(81,...,8.) = - e == .
ijl log s; ijl log s;

However, this function is not differentiable on the whole of [0,1]¢. In partic-
ular, an easy computation shows that the partial derivatives at the boundary
points can be infinite. Hence, we do not have Lipschitz continuity. However, we



APPENDIX A. LOW-DISCREPANCY SEQUENCES 131

still argue that for any N > 1, the transformation via g of any Torus point set
{v',...,vM} C [0,1]° is also a low-dispersion point set on the simplex. This is
because by construction, we in fact have {Vl, . ,VN} C (0,1)¢. We can thus find
some € > (0 for which {Vl, e ,VN} C [e,1 — €]°. On this reduced domain, g can
easily be seen to be differentiable and thus Lipschitz continuous. Therefore, the
point set {g(vl), o ,g(vN)} is a low-discrepancy point set on g([e, 1 — €|¢). For
small ¢, g([e, 1 — €]°) will cover a large enough part of ©y such that we do not
miss out on any potential maxima in the case of the supremum tests, and do not
violate the size constraint in the case of the LP tests.
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GITHUB REPOSITORY

All methods implemented for this project can be found in the Github repository
https://github.com/PimKeer/contingency_tables.

The most important file of the project is function.R, containing all implement-
ations of the different tests discussed in this thesis, as well as helper functions
needed for these implementations. There are also a number of functions used for
computation of the power function, and for visualisation of the critical region, size
functions and power functions. The function supremum_ordering() can be called
to run any of the supremum tests: the CSM tests, with one of the three symmetry
conditions (or none at all), and with or without the convexity (C) condition, or
the tests using external test statistics (chi-square, mean value of P(-;80) or the
Fisher p-value). It returns an array containing the ordering of the tables, an array
with the p-values, and a list of arrays containing the values of Zle P(x(x):0) at
each #-value on the grid, at each iteration k. Therefore the function does in fact
not take as input an observed table, but just the table dimensions and group sizes
that uniquely define the outcome space 2. Based on that it can then return an
ordering of tables. By specifying to run supremum_ordering() until a single table
of interest has been reached, we can turn this function into a test. Some of the
helper functions that make up supremum_ordering() are

e gen_tables(), to list all the possible tables in the desired outcome space,

e group_reduce (), to reduce the outcome space into all its equivalence classes,
according to the desired symmetry condition,

e find_extreme(), to find the symmetry classes that contain the most ex-
treme tables, as we described in the last paragraph of

e next_indices(), to find which tables to consider as candidates for the next
step in the ordering (for the CSM methods), given the tables which were
candidates in the previous step, and the tables which have already been
ordered,

e make_grid_gqmc(), to construct the Quasi-Monte Carlo grid used as a dis-
cretisation of Q.
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There are many small optimisations that happen “under the hood” which we shall
not discuss at length here. For example, instead of always carrying around the
actual tables to go computations with, we can represent each table by a unique
integer for the bulk of computations (amongst others, to keep track of which
tables we still have to order for example), and only use the table representation
when needed. Another example would be that whenever we are constructing the
symmetry classes, we do not keep track of a list of varying length containing the
tables we still need to sort, but instead update a fixed-length vector of “status”
values, indicating whether or not the corresponding table has already been sorted.

In the functions.R file, one can also find the implementations for all of the
LP tests. Given table dimensions, group sizes, and a significance level, the func-
tion 1p_K() returns the critical region found by one of the linear programming
formulation discussed in Section for a specified symmetry condition. There
is also a function 1lp_test(), which takes as input a single table and returns
an approximate p-value for that table using the binary search described in Al-
gorithm [T} 1p_test_explorer() does the same but with the extended binary
search Algorithm 2]

Apart from this main file, there are a couple of other R scripts in the repository.
These were mostly to work out specific examples treated in the text or to generate
certain figures or tables. We list them below in order of appearance.

e kalbfleisch.R served to reproduce the results from Kalbfleisch and Sprott
[32] as discussed in Section [3.2]

S_equivalences.R helped us establishing the relationships between the dif-
ferent symmetry conditions implied each other in Section [£.2.4]

e stack_example.R created Figure to explain the LP formulations as a
packing problem.

e optimal_grid.R was used to build up Table

e grid_size_effects.R has been used to investigate the effect of the chosen
grid size on the test size and power. In particular, to produce Figure [5.1]

7 7 7 and [5.15]

e 1lp_comparisons.R compared the power of the critical regions, size functions
and power functions of the original four LP formulations we had, as discussed
in Section [£.2

e speed_plots.R determined how long the preliminary computations took, as
described in Section [5.3.1], and created Figures and

e grid_time.R we used to look at the effect of the grid size on the computation

time, which led to Figure [5.14

e time_comparison.R looked at the runtimes of the different test relative to
each other, and as a function of the table and group sizes and outputted the
timings in Excel spreadsheets (stored in the folder time_comparison_files).
These were used by time_boxplots.R to generate Figures [5.16] [5.17, and
(raw images can be found in the folder time_plots).
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e gen_power_mat.R generated, for the 2 x 2 case, a matrix of values of the

power function on a grid of @-values on O, for the desired tests, signific-
ance levels, and group sizes. This matrix was outputted as an Excel spread-
sheet for later use (stored in the folder power_mats). For example, the script
plot_power_mat.R used these spreadsheets to construct some of the plots
of the size functions one can see in Appendix |C| (raw images in the folder
size_plots). It is also able to plot the power function in the 2 x 2 case, a
feature we did not end up using in the thesis. However, a number of power
functions have been plotted and can be seen in the folder power_plots.
gen_power_mat.R could also output an Excel spreadsheet with only the p-
values (stored in the folder p_arrs). This was useful when we were not
interested in a power matrix for a whole grid of @-values, or when we moved
on to larger tables for which a simple matrix would not suffice to repres-
ent the power function. Instead of plot_power_mat.R, we could then use
plot_size.R, which would use the p-value spreadsheet to only compute the
power for a grid on ©y and output a plot. These p-value spreadsheets were
also helpful to compute the power on coarser grids than the one for which we
executed plot_power_mat.R. This was helpful when constructing the power
comparison tables in Appendix[C], which was done by the gen_power_comp.R
script (which outputted files to the folder power_comps).

gen_long_term_power.R outputted Excel spreadsheets (stored in the folder
long_term_powers) of the long-term power, i.e., the proportion of tables in
the critical region (up to a factor).

ntnu_example.R and discussion_example.R were used to come up with
the p-values given in Section and generate Figure [6.1], respectively.
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LARGE FIGURES AND TABLES

The size and power study in Chapter |5 came with a number of very large figures
and tables. In order to keep the main body of this thesis as organised as possible,
we have kept the bulk of these plots and tables for this Appendix.

C.1 Size functions on 2 x 2 tables
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Figure C.1: §(0,6) for indicated tests and a-values. Group sizes (from top to
bottom) are (5,5), (10,5), and (10, 10). Ambiguous overlaps are indicated in the
legend.
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Figure C.2: §(0,6) for indicated tests and a-values. Group sizes (from top to
bottom) are (20,5), (20,10), and (20,20). Ambiguous overlaps are indicated in
the legend.

C.2 Size functions on 3 x 2 tables
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Figure C.3: ((0,0) for indicated tests and a-values. Group sizes (from top to
bottom) are (40, 5), (40, 10), (40, 20), and (40,40). Ambiguous overlaps are indic-
ated in the legend.
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Figure C.4: (0, 6) for indicated LP tests and a-values. Group sizes (from top to
bottom) are (5,5), (10,5), and (10, 10). Ambiguous overlaps are indicated in the
legend.
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Figure C.5: §(0,0) for indicated LP tests and a-values. Group sizes (from top

to bottom) are (20,5), (20, 10), and (20, 20). Ambiguous overlaps are indicated in
the legend.
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Figure C.6: 3(0,0) for indicated LP tests and a-values. Group sizes (from top
to bottom) are (40,5), (40,10), (40,20), and (40,40). Ambiguous overlaps are
indicated in the legend.
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Figure C.7: ((0,6,0) for indicated tests and o = 0.01. Group sizes (from top to
bottom) are (5,5,5), (10,5,5), (10,10, 5),and (10, 10, 10). Ambiguous overlaps are
indicated in the legend.
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Figure C.8: ((0,6,0) for indicated tests and o = 0.01. Group sizes (from top to
bottom) are (20, 5,5), (20,10, 5), and (20, 20,5). Ambiguous overlaps are indicated
in the legend.
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Figure C.9: (0,0,0) for indicated tests and a =

0.002 0.004

0.000

0.002

0.000

08

0.01. Group sizes (from top

to bottom) are (20,10, 10), (20,20, 10), and (20, 20,20). Ambiguous overlaps are
indicated in the legend.
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C.3 Tables for power comparison on 2 x 2 tables
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Power comparison of tests on 2 x 2 tables with sample s
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Power comparison of tests on 2 x 2 tables with sample sizes (

Table C.2
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> > > > > > > > > > > >
TY2"S gd1 d7s zd1 A”S 1d1 TY2"S 1d1
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f tests on 2 x 2 tables with sample sizes (|

Power comparison o

Table C.4

(6800°0-) (0000°0)
= = ¥08T°0 L192°0
(5000°0-)
= 86%7°0 = TY2"S gd1
= = = d”s zd1
(2000°0) (0000°0) (0000°0)
= ¥88€°0 T¥8e0 20890
(¢000°0-)  (S000°0-)
= 86770 £829°0 ATS Td1
(£000°0) (6800°0-) (0000°0)
= £627°0 L€82°0 L192°0
(¢000°0-)  (S000°0-)
= 86770 £829°0 TWoTS 1d1
(2000°0) (0000°0) (0000°0)
= ¥88€°0 T¥8e0 20890
(5000°0-)
= = £€899°0 d7s 1d1
(¢500°0-)  (12100-)  (8800°0-) (0000°0)
1221°0 ¥0£0°0 89720 2a8¥y'0
(toto'0-)  (1600°0-) (0000°0)
62230 602€°0 989€°0 oA 13
(¥810°0-)  (02€0°0-)
$9££°0 > =
(€500°0-)  (Lv00'0-)  (2€10°0-) (0000°0)
1221°0 ¥6ET°0 80£2°0 za8¥y0
(0000°0) (9800°0-) (0000°0)
1979€°0 69920 989€°0 19YSTF I3
(¥810°0-)
$9££°0 = =
(€00'0-)  (g200'0-)  (0€90°0-)  (¥P¥L0°0-)
12210 9%67°0 > >
(0000°0) (1600°0-)  (9870°0-)
1979€°0 602€°0 > o 13
(¥810°0-)
$98£°0 = =
(0000°0) (0000°0)
€ITV'0 = = 411 0)
(0000°0) (0100°0) (0000°0)
1979€°0 189270 989€°0 WATS D
(0000°0) (1z10'0-)  (9620°0-) (0000°0)
€ITV°0 L8€T°0 29620 L182°0
(0000°0) (¢000°0) (0000°0)
179€°0 88870 989€°0 WTWTS D
(0000°0) (0000°0)
€ITV0 = = 411 0)
(0000°0) (0100°0) (0000°0)
1979€°0 189270 989€°0 Wdso
(eov0'0-)  (2z€0'0-)  (06¥0°0-)  (26590°0-)
> > > >
(g9%0°0-)  (9g£0'0-)  (08¥0°0-)
1€£60°0 1.80°0 > ¥AHSIA
(€980°0-)  (€290°0-)
> > =
(e0v0'0-)  (9¥g0'0-)  (€9.0°0-)  (5280°0-)
> > > >
(¢%20°0-)  (6880°0-)  (L080°0-)
£9.0°0 > > NOS¥VEd
(£980°0-)  (g860'0-)  (0650°0-)
> > >

A7S Td1
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C.4 Tables for power comparison on 3 x 2 tables
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(FISHER, C S_P M, C S_chi M,

n
O
N
—

f tests on 3 x 2 tables with sample s

(¥6000°0-)  (¥1$10°0-) (0£100°0)

o 0€0€°0 gveT 0 9€£9€°0
= (10920°0-)  (£2020°0-)  (00810°0-)
o 160T°0 29130 £0€3°0
R (¢8900°0-)  (1€£100°0)  (€9210°0-)
= SI8T°0 9L85°0 L29€°0 =
® (20200°0) (¥6000°0) (61210°0) (0£100°0-)
2, = 13190 = T¥9°0 0€0L°0 8185°0
m (2€200°0) (10920°0) (¢5220°0) (00810°0)
o = 658€°0 = 0780 TETL0 TSTIL0
© (¥9000°0-) (£8€00°0) (16900°0) (02500°0) (29200°0) (e¥610°0)
— 1992°0 111S°0 S¥S9°0 = 0£0.°0 [dda a0 78£9°0 =
L (¢2z10°0-)  (95600°0-)  (L08€0°0-) (62110°0-) (09600°0) (8€6£0°0~) (¢2210°0-)  (65200°0-)  (L08€0°0-)
Z > 1€1€°0 G8%0°0 T12€°0 80870 > > 0660°0 G8%0°0
Dm . (69800'0-)  (€9600°0-)  (€¥8£0°0-) (2vL10°0) (65010°0) (£%0%0°0~) (69800°0-)  (96110°0-) (e¥8€0°0-)

e 9LET°0 20%%'0 > 9¢6L°0 1909°0 79€0°0 9LET°0 9092°0 >
= (96210°0-)  (5€020°0-)  (06€£20°0-) (9v2€0°0-) (z1£00°0-)  (99120°0-)  (Lg110°0-)  (9%T€0°0-) (zez10°0-)  (81¥20°0-) (080€0°0-)  (9¥2€0°0-)
0 > ANl 6880°0 > GECE0 YEYI°0 9L8T°0 > > SSHT'0 > >
C. | (62800°0-)  (12810°0-)  (60.00°0-) (¢8200°0-)  (99€00°0-)  (6£800°0-) (6,800°0-)  (52020°0-)  (60.00°0-) (¥¥£00°0) (91€10°0-)  (660£0°0)

[4p) 8GLT'0 9LE8T°0 8GLE°0 G87%°0 8€8€°0 £0€2°0 8GLT'0 9LET°0 8CLE°0 818¢°0 20L2°0 GST6°0
fob) (z8e10'0-)  (€9610°0-)  (012£0°0-) (61210°0) (09000°0) (01%10°0-) (z8€10°0-)  (96120°0-) (0T2€0°0-) (ezg00'0-)  (00010°0-)  (€£€900°0)
_— O 1012°0 6L81°0 > LTLL°0 2Ty 0 £VET0 1012°0 9€9T°0 > 99¢%°0 6681°0 160S°0
Q o} (61210°0-) (€1100°0) (0£L10°07) (g€900°0-)  (81000°0-)  (L1500°0-) (¢g110°0-)  (02200°0-) (09%20°0-) (LL000°0) (8%12°0) (0290°0) (9vze0)
T = 6880°0 £LTE°0 > = 0L6%°0 SOTT 0 6062°0 = 6880°0 T£2E°0 > = (4 40] 0964°0 P90 SST6°0
T [ay] WHA'S D N TY27S D Wds D YIHSIA
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o=
92
)
—
Q, (e1210°07)  (¥22€0°0-)  (0£2£0°0-)
g £€€1°0 €L21°0 >
(¢9€20°0-)  (¥2920°0-)  (2g1£0°0-)
&)
n > LL9T°0 TIe1'0
(17¢10°0-)  (0%¢10°0-)  (0T¥20°0-)
=
= 0861°0 98¢2°0 SLVE0 =
m (09v00°0-)  (00900°0-)  (52600°0-) (£9210°0) (#2920°0) (90820°0)
SSPT'0 gLYE0 2812°0 0£0L°0 6769°0 9€9L°0
n (01200'0-)  (89500°0-)  (8ST110°0-) (¢g120°0) (99020°0) (¥9610°0)
< 12170 6982°0 $TVe 0 1€06°0 L9270 SS¥6°0
0 ($1010°0-)  (98110°0-)  (0%020°0-) (22500°0) (75€00°0) (02£00°0)
< ¥2¥e 0 L891°0 £1££°0 = £929°0 0L6%°0 YT 0 =
+ (0s110°0-)  (020£0°0-)  (20610°0-) (£9500°0) (¢9200°0) (82810°0) (06900°0-)  (61%20°0-)  (8.600°0-)
[Nl L691°0 > 190270 TYer'o iaaaall] £0£9°0 78120 £2£0°0 $9E7°0
(29€10°0-)  (81020°0-)  (¥£310°0-) (86600°0) (L0900°0) (88810°0) (Lg110°07)  (6S%10°0-)  (9L000°0-)
X SOVT 0 9191°0 $TVe 0 818¢°0 ¥9ET°0 2919°0 GeCT 0 $TVe 0 6L8€°0
o™ (8€890°0-)  (09280°0-)  (4£800°0-) (26290°0-)  (028L00-)  (€£L810°0) (tgggo'0-)  (¥£9200-)  (€0%10°0)
> > L1LE0 = 8080°0 6880°0 €LTL°0 = > 1890°0 GLYL'0 =
m (68900°0-)  (g€200°0-)  (£6110°0-) (¥2010°0) (6£920°0) (L£920°0) (62200°0-)  (¢€100°0-)  (69200°0-) (19%00°0) (¥8220°0) (60,00°0)
0L60°0 gLYE0 L691°0 1909°0 T819°0 88.9°0 6062°0 LL9€°0 8822°0 818¢°0 LTL8°0 L69S°0
i) (ge€£00'0-)  (92500°0-)  (8S000°0-) (1€020°0) (87020°0) (¥90€0°0) (¥2100°0-)  (81000°0-) (00110°0) (e€010°0) (1¥%10°0) (9L110°0)
£621°0 76£€°0 TLIT'0 6L8L°0 £8CL°0 9€9L°0 L89%°0 010S°0 £929°0 vZr9'0 L0L9°0 0£0L°0
0
[} (08200'0-)  (€%010°0-)  (99€10°0-) (19210°0) (L6700°0) (¥%010°0) (¥€L00°0) (e¥100°0) (¥,900°0) (89590°0) (19520°0) (62500°0-)
+ £L3€°0 1902°0 FEFE 0 = LTLLO 202¥%°0 1L0S°0 = $GE€L°0 $8€9°0 £62S°0 = GCT6°0 < 101%°0 =
rm (€8£00°0-)  (05220°0-)  (£9010°0-) (0£600°0) (¢2010°0) (L9920°0) (¢2€00°0-)  (6%910°0-)  (6£100°0-) (,9€£00°0) (02L00°0) (6£800°0)
Tve0'0 £821°0 8¥80°0 G1SE’0 8¥8Y°0 GST6°0 SSPT0 8LLT'O LTLY°0 TYer o S979°0 TSIL'0
o (9g620°0-)  (66220°0-)  (89810°0-) (02800°0-)  ($2000°0) (v9210°0) (¢zLz0'0-)  (0¥020°0-)  (00L00°0-) (89¢10°0-)  (18900°0-)  (£8900°0-)
®) ¥9€0°0 8€8T°0 19120 88.2°0 10TH°0 6889°0 2020°0 86LT°0 07070 0L60°0 £0ET°0 z9TH 0
2 ($9800'0-)  (€1600°0-)  (61920°0-) (92900°0) (£2900°0) (60200°0~) (0$100°0) (€4200°0) (62500°0-) (#2650°0) (L¥820°0) (z8210°0-)
M 9852°0 150€°0 98G€°0 = TV 0 $9£9°0 919¢°0 = 929%°0 9¥9%°0 668€°0 = 6768°0 £L26°0 6681°0 =
8, (68900°0-)  (1£500°0-)  (£6110°0-) (¥2010°0) (¥%220°0) (L£920°0) (62200°0-) (0,000°0) (69200°0-) (19%00°0) (68¥20°0) (60,00°0)
m 0L60°0 86LE°0 L691°0 1909°0 G979°0 88L9°0 60620 8LLS°0 88.2°0 8185°0 LTL8°0 169S°0
(ge£00'0-)  (¥¥€00°0-)  (8S000°0-) (1£020°0) (08220°0) (¥90€0°0) (¥2100°0-) (81200°0) (00110°0) (e€010°0) (¥2910°0) (9L110°0)
m £621°0 z9TF 0 TLIT'O 6L8L°0 010L°0 9€9L°0 L89%°0 FEVS0 £929°0 2790 £82L°0 0£0L°0
(#¥£00°0-)  (19900°0-)  (9.900°0-) (L6110°0) (6,800°0) (g€L10°0) (0£900°0) (52500°0) (¥9€10°0) (¥6¥90°0) (8%280°0) (29100°0)
H 0L6%°0 9852°0 96S€°0 = 62S8°0 VY 0 096¢°0 = 0008°0 £929°0 0€02°0 = GCT6°0 < S8%F°0 =
= (z1610°0-)  (06210°0-)  (10050°0-) (66100°0-) (¢8610°0) (02210°0-) (zsv10°0-)  (68900°0-)  (9.0%0°0-) (29200°0-) (0££10°0) (660£0°0-)
> $9€0°0 > 909%°0 0L6%°0 1902°0 > > > ¥6£€°0 8GLL'0 >
Dn.Au (¥6110°0-)  (6£510°0-)  (106£0°0-) (12110°0) (¢8010°0) (8LL00°0-) (€8600°0-)  (18600°0-) (2vL20°0-) (€L100°0) (82%00°0) (99920°0-)
\l/D.. > 0L60°0 1800°0 £0£9°0 62670 0662°0 > > > 9980 £2£9°0 >
X (92610°0-)  (820€0°0-)  (992£0°0-)  (9¥€€0°0-) (9€000°0-)  (8eg10°0-)  (8¥€10°0-)  (9¥2€0°0-) (29500°0-)  (£6810°0-) (91210°0-)  (9%2€0°0-) (29250°0) (189€0°0) (61620°0-)  (9%2€0°0-)
|
<o w0 £621°0 > > > 096€£°0 S9%T°0 9852°0 > > > > > 6888°0 £0€8°0 8080°0 >
@) (89510°0-)  (90920°0-)  (20610°0-) (¢%100°0) (89900°0) (82810°0) (80110°0-)  (90020°0-)  (8.600°0-) (81%00°0-) ($1700°0)
— £€ET°0 FIVI0 190270 88.2°0 1€TS°0 £0€9°0 SSPT 0 8920°0 F9E7°0 > L29L°0 =
o P (L121007)  (68920°0-)  (892£0°0-) (87900°0) (28000°0) (9%100°0-) (90810°0-)  (18610°0-) (0T120°0-) (0oge00'0-)  (22%00°0-)  (¥€0Z0°0-)
_— TLIT'O 0660°0 2910°0 L89%°0 T61E°0 111€°0 8080°0 GIST 0 FIVIO0 > > >
1% o) (66v10°0-)  (1€600°0-)  (9€1£0°0-) (27000°0) (ot900°0)  (§2L00°0) (¢8v000-)  (99200°0)  (96010°0-) (6£€200)  (996%0°0)  (668%0°0-)
= 8¥80°0 £L2€°0 > = $2¥2 0 S8%%°0 98G€°0 = 1712°0 £VET°0 98¢2°0 = GS76°0 < > =
T < d7s 1d1 ToA L3 I9YSTy L1d Yo 13
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and LP2 S_ch

(19€£00°0-) (81100°0)
¥9€2°0 $6EL°0 =
(0%000°0) (29200°0)
£625°0 919¢°0 =
(00010°0) (11000°0) (zs110°0)
89.9°0 LTLY0 67670 =
(88800°0) (2g800°0) (6£210°0) (L£200°0)
19990 16050 = 0£02°0 1605°0 =
(19110°0) (15900°0) (12200°0) (2z110°0) (66€£00°0) (12200°0)
60690 29%9°0 10T9°0 8289°0 1809°0 1019°0
(¥6600°0) (06500°0) (90000°0-)  (11000°0-)  (29500°0-)
0865°0 = 668S°0 = 1012°0 LTLY°0 8€8€°0 =
(¥9200°0) (90%00°0) (¢1600°0) (88200°0) (¥z€00°0-)  (6¥%00°0-)
19990 TLIS0 = 0£02°0 G67S°0 = 87820 $TVe 0 =
(g6¥00°0) (16100°0) (0£100°0-) (¢ev00°0) (19000°0-)  (0€£100°0-) (,9900°0-)  (09%00°0-)  (1S€00°0-)
06690 919€°0 £1£S°0 9299°0 965€°0 £1€5°0 76£€°0 LILEO £VET°0
(0v.L00°0) (L8500°0-) (02000°0) (19200°0-)  (86500'0-)  (20T10°0-) (ggz00°0-)  (28¢00°0-)  (1¥200°0-)
G0S9°0 86.L£°0 TV 0 = 50S%°0 909%°0 Z812°0 = 010£°0 86,80 965€°0 =
(88800°0) (20600°0) (6£210°0) (28200°0) (02000°0) (¥2£00°0) (66700°0)
19990 SV8Y'0 = 0£02°0 1605°0 = = ze1e'0 = 9099°0 199770 =
(zz110°0) (0€900°0) (12200°0) (28010°0) (8L€£00°0) (12200°0) (6€000°0-)  (12000°0-) (82900°0) (6£700°0) (15€00°0)
¥Tr9°0 €1£5°0 10T9°0 9799°0 2919°0 10T9°0 6062°0 S67E°0 = £0£9°0 9L85°0 202¥ 0
(¥6600°0) (£9200°0-) (.8800°0) (90000°0-)  (¥2500°0-)  (29200°0-) (€9500°0-) (L6200°0) (2g200°0) (¥2000°0) (,€£800°0)
0865°0 LL9€°0 STST 0 = 1012°0 0L6%°0 TS1S°0 = = LL9€°0 SLYE0 = ¥FY9°0 ¥6£5°0 L1LS°0 =
(g2800°0-) (69£20°0-) (0£2£0°0-) (#2700°0-)  (L8%20°0-)  (0£2£0°0-) (¢1210°0-)  (¥22€0'0-)  (0£2£0°0-) (68€10°0-)  (gL.20°0-)  (0€L€0°0-)
TYer 0 67620 > LTLY°0 9292°0 > €€ET°0 8080°0 > 160T°0 6982°0 >
(eve10°0-) (¥6610°0-) (10620°0-) (€8210°0-)  (9%220°0-)  (10620°0-) (#0¥20'0-)  ($%920°0-)  (2E1£0°0-) (2e210°0-)  (98120°0-)  (14420°0-)
PEVE0 L0L2°0 000Z°0 £62€°0 S¥ST 0 000Z°0 8780°0 1601°0 TIZT'0 6£61°0 86LT°0 £822°0
(9%7500°0-) (£0120°0-) (£2910°0-) (L¥s10°0-)  (¥PT120°0-)  (9L920°0-) (17¢100-)  (€0120°0-)  (¥1120°0-) (98z10°0-)  (91810°0-)  (€4810°0-)
T615°0 > L¥LT 0 = 89.0°0 2992°0 6£61°0 = 0861°0 > 965£°0 = L691°0 6982°0 %8120 =
(82%00°0) (20£00°0) (52600°0-) (62200°0) (L8100°0) (¢2600°0-) (09v00°0-)  (05€00°0-)  (52600°0-) (9€100°0-)  (10100°0-)  (92600°0-)
[ete 0] a8FF'0 T81%°0 T¥9°0 99¢°0 T812°0 SSPT0 9£9€°0 2812°0 G8TT°0 LTLEO T812°0
(21600°0) (1,000°0) (L£600°0-) (2,800°0) (08100°0-)  (L£600°0-) (67200°0-)  (62500°0-)  (8ST110°0-) (L1%00°0) (0z100°0-)  (L0800°0-)
L7L9°0 FIVG 0 88.2°0 $8€9°0 0v0%°0 88.2°0 8€8€°0 TETE0 $TYe 0 1909°0 9€95°0 6L8€°0
(02000°0-) (6¥.L10°0-) (£8110°0-) (0z010°0-)  (692410°0-)  (20€T0°0-) (¥1010°0-)  (6%210°0-)  (€¥L10°0-) (6g200°0-)  (19110°0-)  (€0210°0-)
[44N0] SveT 0 8¥80°0 = 8LLT'0 £92%°0 8LLT'O = ¥TVe 0 SYST 0 9£9¢°0 = FIVI0 SSPT'0 0861°0 =
(29200°0~) (¢1120°0-) (20610°0-) (68000°0) (e€zz0'0-)  (20610°0-) (0s110°0-)  (28920°0-)  (20610°0-) (92800°0-)  (02%20°0-)  (20610°0-)
L691°0 0%00°0 190270 0L6%°0 £2£0°0 1902°0 L691°0 1900°0 1902°0 [ AN] 2910°0 190270
(gvz00°0-) (88€10°0-) (£1010°07) (g8200°0-)  (6£910°0-)  (€1010°0-) (90¥10°0-)  (8€020°0-)  (¥€210°0-) (6£200°0-)  (6.810°0-)  (€8800°0-)
67620 LILTO £EET°0 L69€°0 6681°0 £€ET°0 GeCT0 €621°0 ¥TYe 0 STI8T'0 98CT'0 £62€°0
(7%8¢0°0-)  (L08.°00°0-) (05000°0) (#¥890°0-)  (¥¥280'0-)  (20110°0-) (8¢890°0-)  (208.0°0-)  (1¥S00°0-) (€8990°0-)  (g€L80°0-)
> > $T¥y 0 = > > 28120 = > > 965£°0 = > > = =
(66100°0) (0£100°0) (£6110°0-) (09500°0) (25000°0) (£6110°0-) (68900°0-)  (98900°0-)  (£6110°0-) (g9€000-)  (9€200°0-)  (€6110°0-)
909%°0 952S°0 L691°0 9.8¢°0 SOTT 0 L691°0 0L60°0 0L62°0 L691°0 S¥ST 0 180%°0 L691°0
(88L00°0) (¥5000°0) (€9100°0) (8%.,00°0) (86100°0-) (€9100°0) (¥2£00°0-)  (26%00°0-)  (85000°0-) (£6200°0) (,€100°0-) (£6200°0)
8GLG°0 £625°0 £7£9°0 T819°0 8CLE°0 £7€9°0 1902°0 9822°0 TLIT'O £625°0 62670 £827°0
(¥1L00°0) (90910°0-) (6,%00°0-) (98200°0-)  (21910°0-)  (1€910°0-) (08200°0-)  (90910°0-)  (0L0T0°0-) (¢z000'0-)  (61010°0-)  (62500°0-)
6985°0 £521°0 L691°0 = L0L2°0 000%°0 9292°0 = £LTE°0 £621°0 1L0£°0 = GLYE 0 SI8T°0 101%°0 =
(¢0100°0) (s%£10°0-) (£9010°0-) (96%00°0) (e9¥10°0-)  (€9010°0-) (€8L00°0-)  (002z0°0-)  (£9010°0-) (65700°0-)  (05.10°0-)  (£9010°0-)
12170 z81%°0 8¥80°0 1909°0 6681°0 8780°0 T¥e0°0 8080°0 8¥80°0 > £621°0 8780°0
(€1810°0-) (69610°0-) (L£910°07) (gg810°0-)  (T%gz0'0-)  (L£910°0-) (g£620°0-)  (0T920°0-)  (8S810°0-) (80€z0'0-)  (09120°0-)  (L0S10°0-)
6880°0 FIVIO £0€3°0 16010 £€ET°0 £0€2°0 Y200 FGET'0 1%12°0 1890°0 T61IT°0 TSIE0
(0€100°0) (9L%10°0-) (z€eL10°0-) (0,800°0-)  (98%10°0-)  (¥8820°0-) (¥9800°0-)  (9.¥10°0-)  (22€20°0-) (01900°0-)  (88800°0-)  (28L10°0-)
S1SE°0 TVeT 0 919T°0 = FIVI0 8€8¢°0 9191°0 = 9852°0 TVeT 0 965£°0 = £VE2°0 21280 6681°0 =
(66100°0) (¥,£00°0) (¢6110°0-) (09500°0) (99200°0) (£6110°0-) (68900°0-)  (18%00°0-)  (£6110°0-) (g9€000-)  (1€000°0-)  (€6110°0-)
909%°0 L€LS°0 L691°0 9.8¢°0 iaaaall] L691°0 0L60°0 F6£€°0 L691°0 S¥ST0 9980 L691°0
(88L00°0) (98200°0) (€9100°0) (8%.,00°0) (¥£000°0) (€9100°0) (¥2£00°0-)  (99€00°0-)  (85000°0-) (£6200°0) (¢6000°0) (£6200°0)
8GLG°0 £L85°0 £7£9°0 Z819°0 6£6€°0 £7€9°0 1902°0 LL9€°0 TLIT'O £625°0 160S°0 £827°0
(09900°0) (¥2e10°0-) (11200°0) (0g€00°0-)  (¥eT10°0-)  (1¥600°0-) (¥¥€00°0-)  (¥2T10°0-)  (6L£00°0-) (68000°0-)  (9€900°0-) (29100°0)
S979°0 9191°0 92920 = 1902°0 S9¥¥%°0 82820 = 0L6%°0 919T°0 SIGE0 = GSPE'0 8€86°0 S8%%°0 =
(¥2010°0-) ($8€00°0-) (1000°0-) (£2900°0-)  (£0500°0-)  (100S0°0-) (z1610°0-)  (0¥z10°0-)  (10050°0-) (88910°0-)  (16L00°0-)  (100S0°0-)
199270 geee’0 > F6£€°0 160€°0 > > 0%00°0 > > 9LET°0 >
(1,000°0-) (01600°0-) (089£0°0-) (11100°0-)  (19110'0-)  (089€0°0-) (¢g2100-)  (09510°0-)  (106£0°0-) (99¢00'0-)  (10110°0-)  (09g€0°0-)
180%°0 $GEE0 99¢0°0 20gH 0 P00 99¢0°0 6880°0 2020°0 1800°0 T61E°0 8GLE0 L990°0
(28500°0-) (1%9£0°0-) (69820°0-) (9v2€0°0-) (zg8g10°0-)  (2g9e0'0-)  (120%0°0-)  (9¥2€0°0-) (92610°0-)  (1%9€0°0-)  (69%€0°0-)  (9¥€€0°0-) (12€10°0-)  (¥50€0°0-)  (61620°0-)  (9%TE€0C
1L0€°0 §2S0°0 > > £2£0°0 > ¥0°0 > £621°0 62S0°0 > > 1800°0 > 8080°0 >
(08900°0-) (10210°0-) (20610°0-) (62£00°0-)  (61810°0-)  (20610°0-) (89610°0-)  (95620°0-)  (20610°0-) (¥¥210°0-)  (20120°0-)  (20610°0-)
1210°0 70v0°0 190270 £EET°0 ¥Pr0°0 1902°0 €€ET°0 1601°0 1902°0 8780°0 9090°0 190270
(¥6500°0-) (60610°0-) (L¥0£0°0-) (¥£900°0-)  (19120°0-)  (L¥0€0°0-) (992100-)  (09520°0-)  (892€£0°0-) (68010°0-)  (00120°0-)  (L1620°0-)
160T°0 g8%0°0 F0¥0°0 TTTT 0 GLYT'O 7070°0 010T°0 8280°0 2910°0 6260°0 > S¥C0°0
(50500°0~) (¥6%10°0-) (6%220°0-) (gog100-)  ($0s10'0-)  (10¥€0°0-) (66¥10°0-)  (¥6¥10°0-)  (6£820°0-) (¥¥210°0-)  (90600°0-)  (66220°0-)
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Power comparison of tests on 3 x 2 tables with sample sizes (

Table C.8

(21200°0) (81100°0-)
¥6£L°0 1902°0 =
(0%000°0-)  (6¥200°0-)
Z9T¥'0 86L€°0 = TS 2d1
(00010°0-)  (11000°0-)  (8.£00°0-)
1892°0 LTLY0 £92%°0 =
(¥£100°0-)
Z81T 0 = =
(£0000°0)
= £62€°0 = d7s zd1
(¥2200°0)
= = S¥8T°0 =
(¢0110°0) (L£L00°0)
TgeIL0 1602°0 =
(22110°0) (20%00°0) (12200°0)
82890 ¥IPS0 1019°0 ATS Td1
(90000°0-)  (11000°0-) (€1200°0)
1012°0 LTLY0 668S°0 =
(18£00°0) (88200°0)
160L°0 Q6720 =
(g5%00°0) (25000°0-)  (0€100°0-)
9299°0 LELE0 £1€8°0 TS Td1
(19200°0-)  (86500°0-)  (83£00°0-)
80920 909%°0 965€°0 =
(¢0110°0) (28L00°0)
TQ1L0 1602°0 =
(28010°0) (18€00°0) (12200°0)
9799°0 LL9G°0 1019°0 d7s 1d1
(90000°0-)  (¥2500°0-) (60500°0)
1012°0 0L6%°0 99¢¥°0 =
(80900°0-)  (28¥20°0-)  (0£2£0°0-)
909%°0 92920 >
(e8210°0-)  (¥2z0°0-)  (10620°0-)
£92€°0 SLLTO 00020 oA 17
(L¥s100-)  (¥P1120°0-)  (10610°0-)
89.0°0 L992°0 965€°0 =
(¢%900°0) (L8100°0) (52600°0-)
6£6S°0 999¥°0 z812°0
(2£800°0) (22100°0-)  (L€£600°0-)
¥8€9°0 TSIE0 88.2°0 20USTF 14
(0z010'0-)  (65210°0-)  (1£S10°0-)
8LLT'O £922°0 9852°0 =
(¢%000°0-)  (g£€220°0-)  (¢0610°0-)
S8FF°0 £2€0°0 1902°0
(¢8200°0-)  (9€910°0-)  (£1010°0-)
L69€°0 02020 £EET'0 o 1a
(¥¥890°0-)  (¥2z80°0-)  (82£00°0-)
> > 965€°0 =
(91700°0) (25000°0) (£6110°0-)
1609°0 Q9¥¥°0 L69T°0
(8%,00°0) ($6100°0-) (£9100°0)
Z819°0 T6TE 0 £9€9°0 WASD
(98200°0-)  (21910°0-)  (L8800°0-)
20L%°0 000%°0 S67T°0 =
(22£00°0) (e9v10°0-)  (€9010°0-)
6£6S°0 668T°0 8780°0
(eg810°0-)  (81220°0-)  (L£910°0-)
1601°0 L69T°0 £0€2°0 W TUTS O
(0£800°0-)  (98%10°0-)  (01120°0-)
PIPI0 8£8€°0 985%°0 =
(91700°0) (95200°0) (£6110°0-)
1609°0 YIET0 L69T°0
(8%,00°0) (L£000°0) (£9100°0)
Z819°0 616€°0 £9€9°0 Wdso
(09€00'0-)  (¥€210°0-)  (99100°0-)
190%°0 SOFF 0 965€°0 =
(20800°0-)  (£0€00°0-)  (10050°0-)
TgIe0 150€°0 >
(T1100°0-)  (85110°0-)  (089£0°0-)
20T¥0 12200 9950°0 ¥AHSIA
(z8g10'0-)  (299€0°0-)  (L¥2€0°0-)  (9%2€0°0-)
£2£0°0 > £€ET°0 >
(e9v00°0-)  (61810°0-)  (20610°0-)
0L60°0 Y9500 1902°0
(7£900°0-)  (85120°0-)  (LF0£0°0-)
TTTT o ¥6E€T°0 ¥0¥0°0 NOSs¥vad
(g0e10'0-)  (¥0$10°0-)  (L2920°0-)
PLET'O £882°0 G8%0°0 =

ATS 2d1
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Table C.9

TY2"S gd1
d”s zd1
ATS 1d1
TY2"S 1d1
d”S 1d1
Toa 1d

(9000°0) (0g10°0)

7808°0 L6880

(0g10°0) (¥%00°0)

P116°0 706°0 18USTF 1T

(¢€00°0)

29.8°0 =

(8010°0-)  (1%00°0-) | (g110°0-)  (TL10°0-)

> 9ve 0 > 1901°0

(1100°0) (7€00°0-) | (6110°0-)  (8200°0-)

TL€9°0 9T¥ve 0 €0 9.12C°0 yo 19

(tv10°0-)  ($900°0-) | (9210°0-)  (¥900°0-)

61°0 > 880°0 >

(¢010°0) (9000'0-)  (5200°0-) (8010°0) (9%10°0)

= S908°0 > 05T 0 < $£28°0

(9200°0) (1000°0-) | (5%00°0-)  (9%00°0-) (g900°0) (2£00°0)

L0 90670 200 865€°0 LGVS°0 FEV9°0 HASD

(9800°0-)  (¥¥00°0-) | (1210°0-)  (¥¥00°0-) (¥500°0) (0200°0)

8LE€°0 > 6220 > 6999°0 8CTF 0

(2100°0) (¥210°0) (0100°0) (¥%00°0) (g210°0) (g120°0) (2100°0) (6900°0)

9£98°0 TLY6°0 T208°0 997L°0 < 99960 9£98°0 STLLO

(2600°0) (2010°0) (8€00°0-) (£900°0) (1800°0) (1%10°0) (9100°0) (6010°0)

L5890 9018°0 987T°0 GTSL0 9829°0 9088°0 62250 £TP8°0 Wdso

(0900°0) (2%00°0) (g200°0) (L¥00°0) (0020°0) (1110°0) (9%10°0) (1600°0)

S9.8°0 886L°0 £21L°0 886.°0 11%6°0 £1%6°0 60620 <

(¥¥000-)  (¥200°0-) | (1900°0-)  (¥S10°0-) (¥900°0) (L100°0) (¥v00°0-)  (6210°0-) | (1900°0-)  (8610°0-)

> 68.E°0 > > 620L°0 619€°0 > 890°0 > >

(0900°0) (2100°0-) (1200°0-)  (400°0-) (6¥00°0) (1200°0) (9100°0-) (1100°0-) (zg00'0-)  (0210°0-)

1L19°0 GLET0 > > £7ES°0 L8VS°0 6282°0 G170 £V61°0 > ¥AHSTA

(9g00°0-)  (¥%00°0-) | (1600°0-)  (¥¥00°0-) (g800°0) (0200°0) (0£00°0) (¢t10°0-)  (1600°0-)
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(6220'0-)  (¥210°0-) | (9¢T0°0-)  (¥gzo'0-) | (rg100-)  (€800°0-) | (62ZTO'0-)  (62ZTO'0-) | (9¥20°0-)  (8620°0-) | (g810°0-)  (00T00-)
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(ze10'07) (0810°0~) (g9z0°0-)  (¥&z0'0-) (¥¥10°0-)  (9%10°0-) (8020°0-) (6.10°0-) (¥z20'0-)  (L820°0-) (z610°0-)  (8910°0-)

1LL0°0 > £710°0 > > > L5200 > 200 > 900 > NOSHVEd

(vL00°0-)  (8010°0-) | (6010°0-)  (8010°0-) (,900°0) (#%00°0-) (2100°0) (7900°0-) | (ge10°0-)  (g510°0-) | (8100°0-)  (¥900°0-)

S69€°0 > 11%2°0 > SZ¥6°0 > 66150 > $S91°0 > L18S°0 >

ToA L3 I9YSTy 1H o 13 WASDO Wd'so YHIHSTIA




LARGE FIGURES AND TABLES

APPENDIX C.

156

—~
n
hc}
n
[
+~
[a W
—
~—

Power comparison of tests on 2 x 3, 3 x 3, and 2 x 4 tables with sample sizes |

Table C.10

(¢010'0-)  (2210°0-)
LG€0°0 LLLT°0
(L¥00°0-)  (8,00°0-)
62070 £L0€°0 TS 2d1
(¥600°0-)  (¥900°0-)
6S61°0 >
(9100°0) (1100°0) (0z10°0) (8€10°0)
2208°0 190S°0 9886°0 P80
(g£00°0) (g£00°0) (2800°0) (¢110°0)
L508°0 99¢9°0 £769°0 8988°0 d7s zd1
(8100°0) (L¥00°0) (z110°0) (1110°0)
S079°0 886.°0 1780 £176°0
(9000°0-) (£010°0) (1210°0) (9100°0-)  (2100°0-)
= LSVT0 £796°0 658L°0 > LTEV°0
(¥100°0) (6000°0-) (2900°0) (6900°0) (1200°0-)  (€700°0-)
¥S0 ££9€°0 6229°0 6929°0 L59€°0 (443 80] ATS Td1
(1100°0) (9010°0) (#900°0) (£000°0-)  (L¥00°0-)
915¢°0 = 2908°0 £176°0 S0Z¥°0 >
(¢010'0-)  (1€10°0-) (¥000°0-) | (0z10°0-)  (g¥10'0-) | (g010°0-)  (9210°0-)
LG€0°0 8CS12°0 = 8GTY'0 $110°0 6S81°0 L6€0°0 22920
(2500°0-)  (8L00°0-) | (2000°0-) (4800°0-)  (€110°0-) | (9900°0-)  (6900°0-)
FILEO £L0€°0 1L67°0 = 90°0 L5200 989€°0 T80€°0 TS 1d1
(€800°0-)  (¥900°0-) (1100°0) (tot0°0-)  (1110°0-) | (9600°0-)  (¥900°0-)
1€%2°0 > 6979°0 = SE6T°0 > L681°0 >
(2000°0-) (g200°0) (1010°0) (zg10°0) (8100°0-) (¥100°0) (2000°0-) (1£00°0) (1010°0) (gg10°0)
1029°0 $26S°0 9S16°0 L628°0 £€1€°0 $29°0 1029°0 T819°0 9S16°0 8TV8'0
(6200°0) (g€00°0) (9L00°0) (e110°0) (9000°0-) (1000°0) (g100°0) (¥¥00°0) (1800°0) (e110°0)
L6970 2699°0 12L9°0 7828°0 622E°0 120S°0 12670 150L°0 FIES0 7828°0 d7s 1d1
(8€00°0) (2£00°0) (zg10°0) (9g10°0) (0200°0) (¢200°0) (L200°0) (2£00°0) (1210°0) (9g10°0)
L2L°0 1599°0 P80 600L°0 L9£9°0 6825 0 20£9°0 1699°0 £228°0 600L°0
(1610°0-) (£010°0) (¥900°0-) | (9100°0-)  (20%0°0-) (g810°0-) (£010°0) (0900°0-) (2000°0) (9120°0-)
= 8210°0 £796°0 $092°0 > 6670°0 = 18%0°0 £796°0 T6L3°0 £92°0 L8V0°0
(8110°0-)  (€800°0-) (1200°0-)  (€000°0-) (gg10°0-)  (8110°0-) (ze10°0-)  (¥£00°0-) (9900°0-)  (g000°0-) (L¥10°0-) (8110°0-)
LS0T°0 192°0 $2°0 13770 L5800 LSST°0 FIST0 $91€°0 1L€2°0 13770 1LL0°0 > oA 1T
(8€00°0-) (9500°0) (#900°0) (9g00°0-)  (£¥00°0-) | (0%00°0-) (s%00°0) (#900°0) (9200°0-)  (2200°0-)
S790°0 = 1L8°0 £176°0 Z101°0 > Z¥90°0 = 10870 £176°0 £¥70°0 S162°0
(9000°0) (1900°0-) (o110°0) (9900°0) (0100°0-)  (2£00°0-) (9000°0) (5500°0-) (o110°0) (0£00°0) (6000°0) (9800°0-)
$808°0 G8TT'0 2696°0 geIS 0 6681°0 S0T°0 $808°0 6L1T°0 2696°0 92280 PI1S°0 S¥80°0
(2100°0) (6£00°0-) (0900°0) (6£00°0) (e200°0-)  (€L00°0-) (z000°0-)  (0€00°0-) (g900°0) (6£00°0) (2100°0-) (¥200°0-)
FIEC0 11€€°0 988¢°0 988¢°0 P112°0 1703°0 1LT7°0 608€°0 1L19°0 988¢°0 €720 99%0°0 ZoUsTy 1A
(£000°0-) (1600°0) (#900°0) (1200°0-)  (£¥00°0-) | (¥100°0-) (0800°0) (#900°0) (1v00°0-)  (2200°0-)
£977°0 = gLEL'O £176°0 S0€°0 > TE1E°0 = 26.9°0 £176°0 ££80°0 S162°0
(so10'0-)  (gezo'0-) | (go00°0-)  (goro0-) | (g¢g10'0-)  (€¥20°0-) | (8o10°0-)  (9220°0-) | (g000°0-)  (zOT10°0-) | (9010°0-)  (L520°0-)
> 6610°0 > PPIT0 > 9v20°0 > 18€0°0 > GegT'0 6LL0°0 8S£0°0
(2010°0-)  (4110°0-) (0900°0-)  (6€£00°0-) (z¥10°0-)  (1€10°0-) (tz10°0-)  (8010°0-) (¢00°0-)  (6€£00°0-) (9e10°0-) (2e10°0-)
6282°0 L121°0 FITT0 8961°0 152170 ¥EV0'0 L50€°0 TYIT'0 1620 89610 TLLT°0 9€80°0 T 13
(6210°0-)  (¥900°0-) | (2800°0-) (.610°0-)  (1110°0-) | (0610°0)  (¥900°0-) | (S600°0-) (2120°0-)  (9€10°0-)
LLL0°0 > S160°0 = 6770°0 > £890°0 > S160°0 = 67£0°0 9192°0
(9800°0-) (£010°0) (1%00°0) (9100°0-)  (L600°0-) (0800°0-) (¢010°0) (g%00°0) (2000°0) (t110°0-)
= 67170 £796°0 £ELY0 > 99%1°0 = 99¢T°0 £796°0 16970 £92°0 6891°0
(ev00°0-)  (9800°0-) (g000°0) (2000°0-) | (8.00°0-)  (6110°0-) | (4500°0-)  (9.00°0-) (0100°0) (2000°0-) | (t200°0-)  (0210°0-)
1.10°0 $LLT0 £V6£°0 FSET0 ¥110°0 £9VT°0 £YCT'0 9€82°0 FILT0 FGCP'0 200 L60T°0 HASD
(¥z10°0-)  (¥¥00°0-) (0£00°0-) (0200°0) (z¥10°0-)  (1600°0-) (9e10°0-)  (¥¥00°0-) (1%00°0-) (0200°0) (z910°0-) (9110°0-)
£20%°0 > 810%°0 8GTI¥°0 68L1°0 > FSST'0 > $SSE°0 8STI¥°0 %2910 >
(L100°0) (L100°0-) (0210°0) (o110°0) (0000°0) (8200°0-) (L100°0) (1100°0-) (0z10°0) (¥110°0) (6100°0) (2%00°0-)
9€98°0 807€°0 9886°0 967L°0 88T¥°0 97E€°0 9£98°0 T0€E'0 9886°0 6£89°0 £685°0 TTVS 0
(9200°0-) (¥200°0) (1200°0) (z010°0) (1900°0-)  (0100°0-) (0%00°0-) (€€00°0) (9200°0) (z010°0) (¢500°0-) (1100°0-)
L6220 G£09°0 LSVP0 FEVS0 L5900 LSVE0 £YLT'0 £269°0 970 FEVS0 £760°0 ST0€°0 Wdso
(1200°0) (L¥00°0) (9110°0) (1110°0) (£000°0) (0100°0) (L¥00°0) (g010°0) (1110°0) (2100°0-)  (5200°0-)
L119°0 886.°0 7128°0 £176°0 £867°0 = 1925°0 886.°0 2980 £1%6°0 £62°0 L18%°0
(¥700°0-)  (4120°0-) (6900°0) (8800°0-) | (0900°0-)  (9z2z0°0-) | (3%00°0-)  (6020°0-) (6900°0) (¥800°0-) | (z¥00°0-)  (0¥20°0-)
> 9000°0 LLV9°0 G6LT°0 > > > 17100 LLV9°0 6881°0 > >
(8¢00°0-)  (g600°0-) | (1100°0-)  (2100°0-) | (€600°0-)  (0€10°0-) | (2L00°0-)  (4800°0-) | (9000°0-)  (4100°0-) | (4800°0-)  (1€10°0-)
LS70°0 TLET'O $€°0 S90%°0 > 9€90°0 > L9€2°0 9z°0 G900 > > ¥AHSTA
(¥600°0-)  (¥¥00°0-) (0000°0) (0200°0) (z110°0-)  (1600°0-) (got0'0-)  (¥¥00°0-) (1100°0-) (0200°0) (ze10°0-) (9110°0-)
TL¥0°0 > S0z€°0 8GTF0 L910°0 > 9950°0 > 8¥82°0 8GTF0 > >
(6gz0'0-)  (g1€0'0-) | (9g10°0-)  (8810°0-) | (9¥20'0-)  (9ze0'0-) | (6220'0-)  (60€0'0-) | (9g100-)  (¥810°0-) | (22T0°0-)  (0¥EO0-)
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(1920°0-)  (€920°0-) (e0zo'0-)  (¢810°0-) (9820°0-)  (8620°0-) (g9z0°0-)  (¥520°0-) (8610°0-)  (¢810°0-) (0820°0-) (8620°0-)
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C.6 Long-term power comparison
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Table C.11
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