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A NOTE FROM THE EDITOR

To my loved ones.

The idea of editing a collective book about probabilistic graphical models in genetics arose in the
spring of 2011. This project was fortunate to obtain the support of researchers at the forefront of
innovation in this domain. From then on, in the back of my mind was always present the concern
of honoring the confidence of the invited authors by achieving the project within a decent time
frame. May they all be warmly thanked for their trust and their deep investment in this project,
as well as for all the intellectually stimulating exchanges we had.

A collective book—not proceedings—is much more than the compendium of the scientific
contributions that supports it, however invaluable these contributions are by themselves; and this
comes at a cost. The edition and compilation of this book drew on any time reserve that could
be ferreted out of a researcher’s timetable. Using a metaphor borrowed from carpentry, sanding,
smoothing, and polishing again and again the job took quite a while before I was able to apply the
undercoat paint layers and the top varnish.

I was therefore converted into a sort of Benedictine monk, of the specific kind that moni-
tors a whole reviewing process, reads two or three successive versions of each chapter, writes a
submission package to gain the support of the prestigious publishing group targeted, controls
bibliographical references, checks figures, tables, captions, homogenizes the presentation
throughout the whole draft, indexes the whole book, and benedictinely runs the BTEX compiler
until it does not scream anymore. As I confess a fierce determination to separate professional
and private lives, this book has been elaborated at my office at the university, during innumera-
ble weekends as well as countless late, or even very late, evenings. By the way, this specific time
schedule offered me the opportunity to frequently hear the owl living in the little wood in front
of the lab, and to catch sight of such furtive animals as badgers and foxes, which one would never
think would live in a university campus.

Fortunately, these months of labor have reached their term within the time the tribe I ordinarily
belong to was still able to recognize me. May they all be thanked for their patience and their
attentive listening and concern about the progress of the project.

I am in special debt to Keith Mansfield from Oxford University Press (OUP), for his support
of the project from the very start, and not least for his encouragement and his valuable advice
and guidance in the preparation of the proposal dossier for OUP. Complying to high standards is
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the lot if one wishes to publish with OUP. Driven by the confidence of the invited authors of the
project and of my joint editor, I had therefore an obligation: obtain the sesame to be allowed to
press ahead.

I also wish to warmly thank Clare Charles from Oxford University Press for her efficient
management and attentive monitoring of the production step.

C.S., June, 2014
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PREFACE

provide a powerful formal framework to model complex data. Examples of probabilistic

graphical models are Bayesian networks and Markov random fields, which represent two
of the most popular classes of such models. With the rapid advancements of high-throughput
technologies and the ever decreasing costs of these next-generation technologies, a fast-growing
volume of biological data of various types—the so-called omics—is in need of accurate and efficient
modeling methods, prior to further downstream analysis. As probabilistic graphical models are
able to deal with high-dimensional data and non-linear dependences, it is foreseeable that such
models will have a prominent role to play in advances in genome-wide analyses.

Currently, few people are specialists in the design of cutting-edge methods using probabilistic
graphical models for genetics, genomics, and postgenomics. This seriously hinders the diffu-
sion of such methods. The prime aim of this book is therefore to bring the concepts underlying
these advanced models within understanding of a broader audience of scientists, engineers, and
graduate students.

If they are not specialists of probabilistic graphical models, bioinformaticians, statisticians, bio-
statisticians, and experts in statistical genetics with an intuition that their solution to a problem
should involve such models are compelled to glean incomplete information from publications.
We are not even talking of surveys whose consultation will never allow launching out into the
design of advanced methods. Some academic courses may well be delivered here and there, that
dwell on cutting-edge approaches using probabilistic graphical models for the targeted topics; nei-
ther are such courses widely available for the potentially interested audience, nor do they cover a
sufficiently illustrative set of models and applications.

The target readers of this book include researchers and engineers as well as graduate students
starting a master’s or a PhD thesis. Besides, if there is one area where transdisciplinarity is the
daily lot, it is the advanced analysis of genome-wide data. Constructive cooperation with a do-
main specialist requires the ability to hold a productive dialogue, which therefore demands a
deep understanding of the models as well as a solid background regarding these models. Often,
scientists from different fields such as genetics, statistics, or computer science do not use the
same scientific language, and this might lead to confusion and misunderstanding. Bridging the
gap between different scientific worlds thus helps scientists to better communicate, and from a
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higher perspective, contributes to the emergence of new fields of research. Currently, the only
solution for such people to gain a deep understanding is finding spare time to gather information
to learn from it. The book intends to spare such readers this task.

Hopefully, this book will be of equal interest, if still not higher, for the graduate students su-
pervised by members of the aforementioned audience. Depending on their academic institution,
students taught computational methods for genetics, genomics, or postgenomics rarely have ac-
cess to a course presenting the advanced use of probabilistic graphical models in such fields. One
reason for this lies in the fact that these models and their potentialities have only rather recently
created renewed interest in genetics in the broad sense. Another reason might be the lack of ex-
perts possessing this two-fold skill in these students’ institutions. Besides, a few hours taught on
the subject are not sufficient to provide both enough material and hindsight on the topic. This
book attempts to fill this gap.

This book is also designed to help experts in machine learning grasp the interest in designing
advanced methods based on probabilistic graphical models in transdisciplinary collaborations.

This book arises out of a six-year collaboration between its scientific editors. Our various
interests in computer science, machine learning, applied mathematics, Bayesian statistics, ap-
plications in genetics, genomics, and postgenomics have found in probabilistic graphical models
a breeding ground for both our own investigations and the preparation and direction of this
book. Besides, coming from different backgrounds, we found a common ground in demand-
ing the highest self-containedness in the contributions of the invited authors. In addition to
the intrinsic richness of these contributions, our guiding thread was then providing added value
through accessibility for non-specialists of probabilistic graphical models, with no concession on
the informativeness of the book’s contents.

We have been fortunate to obtain the widest consent regarding invited authors’ participation
in our project. We subsequently enjoyed a fruitful period of dense exchanges with these authors,
who accepted this extra workload.

The book is divided into a general introduction, a tutorial on probabilistic graphical networks,
and six main sections devoted to specific application fields in genetics (in the broad sense).
The introductory chapter aims at providing a minimal background for readers that are not fa-
miliar with biology or need information about the high-throughput biological data addressed
by the models described in the book. Moreover, such terms and expressions as genetics, geno-
mics, postgenomics, systems biology, and integrative biology are clarified. Indeed, a leitmotif of
the book is the integration of heterogeneous sources of omics data, to boost downstream bi-
ological applications. Finally, this introduction provides the motivation for using probabilistic
graphical models to handle high-throughput biological data and provides a brief evocation of the
use of probabilistic graphical networks in the six applications highlighted by the book: gene net-
work inference, causality discovery, association genetics, epigenetics, detection of copy number
variations, and prediction of outcomes from high-dimensional genomic data.

The essentials for understanding probabilistic graphical models are offered in a tutorial
at the beginning of the book. This tutorial was carefully designed to be accessible to the
largest audience. Since the concepts and techniques presented in this tutorial may require
broader and non-trivial knowledge, accessibility and self-containedness were again the targeted
objectives.
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Together with a thorough review chapter focusing on selected domains in genetics, fourteen
chapters illustrate the design of advanced approaches, for the six abovementioned applications.
This book offers a lot of new insights that could only be gleaned from the literature available
through excruciating labor. The chapters are self-contained, and they can be read independently
of each other.

C.S.and R. M.
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aCGH
AIC
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BD
BDe
BDeu
BIC
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BNPP

cDNA
CGH
CNP
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DNA
D-map

EM
ER
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eQTL
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array comparative genomic hybridization
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Bayesian network
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cytosine
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conditional random field

directed acyclic graph

direct directed acyclic graph
decomposable graphical model
deoxyribonucleic acid
dependence map
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estrogen receptor
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FISH
FLTM

GGM
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RNA-seq
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false discovery rate
fluorescence it situ hybridization
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Gaussian graphical model
genetics of gene expression
genome-wide association study

homogeneous conditional Gaussian regression
hidden Markov model
Hidden random Markov field

inductive causation

interval graph

independence map
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Kyoto Encyclopedia of Genes and Genomes

least angle regression

least absolute shrinkage and selection operator
latent class model

likelihood-based causality model selection
linkage disequilibrium

log-odds ratio

latent tree model
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SEM
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SSTO

UG
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stochastic block model

stochastic causal tree

structural equation model

structural expectation-maximization
single nucleotide polymorphism
sum of squares
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