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This book is dedicated to the memory of Ian Reid who died prematurely
in 2014 after a short illness. He was co-editor of the first three editions of
Fundamentals and a contributor to a number of chapters. Without him the
earlier editions, and therefore this one, would not have been published. Ian
was proud to have been one of the first to propose the neurotrophic and
neuroplasticity hypothesis of antidepressant action and was well known
for his fierce intelligence, wit and iconoclasm. You can read more about
lan in the BAP December 2014 newsletter (http://www.bap.org.uk/pdfs/
BAPNewsletterDec2014.pdf). He is greatly missed on both a professional
and a personal level.
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Foreword

It is a pleasure to write the foreword to this welcome, and much antici-
pated, new edition of Fundamentals. The book is a key component of
the British Association for Psychopharmacology (BAP)'s commitment to
ensuring that accurate, evidence-based and unbiased information about
psychopharmacology is available to a wide audience through a variety of
activities and media. True to the BAP ethos, the book spans the range of
the discipline, from the mode of action and side effects of drugs, via key
aspects of the biology of psychiatric disorders, to meta-analyses of clinical
trials. Wherever possible, it is anchored to the practice guidelines produced
by the UK National Institute for Health and Care Excellence (NICE) and
the BAP itself. The editors and authors are to be commended for bring-
ing together such a comprehensive and up-to-date book that will be of
particular use to trainees and consultant psychiatrists, as well as to other
mental health professionals and physicians, both in their day-to-day prac-
tice and as an accessible and concise reference volume. I also echo the
authors’ dedication and gratitude to the late Ian Reid for his critical role in
co-editing and contributing to the earlier editions.

There is no other area of medicine where a book such as this, summaris-
ing the science behind, and the practice of, therapeutic prescribing could
be seen as anything other than of value and importance. Yet there is a con-
tinuing view held by a vociferous minority that the drugs used in psychiatry
are at best ineffective, at worst dangerous, and that their use is usually, if
not always, inappropriate. Moreover, those who carry out research in, or
are supportive of, psychopharmacology, are often portrayed as being in the
pocket of the pharmaceutical industry. Any rational reading of the current
text, or perusal of the author list, shows that such views are unsustainable
and unfair. Yet the criticisms do highlight the need for all of us who advo-
cate that medication has an important place in the treatment of people
with mental health disorders, to ensure that our actions and opinions are
justified, and with transparency regarding any real or perceived conflicts of
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interest. Certainly, it is crucial that anyone prescribing psychotropic medi-
cation does so with a solid grounding in the underlying science and clinical
evidence, and that they present the case for, and against, medication in a
balanced fashion to patients!. But these principles apply equally to those
studying or advocating psychological or other interventions; these are also
susceptible to bias, error and conflicts - albeit often overlooked and less
clearly delineated?.

The real argument in favour of psychopharmacology is, however, that
drugs work, and with effect sizes comparable to those in general medi-
cine3. Nor should we be defensive about comparisons with psychological
treatment*. For example, using like-for-like methodology, antidepressants
have at least comparable clinical benefit to psychological treatments for
depression, even after taking into account unpublished drug studies®¢. In
the acute treatment of schizophrenia, drug treatments have moderate-to-
large effects, whereas an addition of cognitive therapy adds only a small-
to-moderate benefit, which is lower in the more methodologically rigorous
studies”®. In essence, whether one views the psychopharmacological glass
as half full or half empty, an equally critical conclusion should be drawn
with regard to psychotherapies.

None of these points are intended to downplay the place of psychological
treatments in psychiatry — they work too and are often preferred by patients -
but rather to highlight that all patients deserve clear and accurate advice
about, and access to, effective psychopharmacological and psychological
treatments. In this context, the new edition of Fundamentals provides a
balanced and valuable summary of the evidence for the efficacy, indica-
tions and mechanisms of action of current psychotropic drugs. It will be
of wide clinical value, as well as provide a clear synthesis of the psycho-
pharmacological evidence, and a defence against misplaced or unfounded
criticisms.

Paul J] Harrison

Professor of Psychiatry

University of Oxford

Oxford, United Kingdom

President

British Association for Psychopharmacology
Cambridge, United Kingdom
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Preface

It is 13 years since the first edition of Fundamentals of Clinical Psychophar-
macology was published in 2002. It was intended to be a frequently updated,
affordable, concise and practical textbook that would meet the needs of
trainees and practitioners seeking to keep abreast of the state of the art of
psychopharmacology. After further editions in 2004 and 2006, why has there
been a gap of nine years before this edition? The reasons have included a
slowdown in drug development, translating into fewer clinically available
new drugs, the financial and marketing environment (especially since 2008)
and some revision fatigue on the part of editors and authors. We are there-
fore grateful to the publisher for wishing to undertake this new edition and
for being willing to make it more affordable and therefore hopefully acces-
sible to a wider audience, particularly trainees. We are also extremely grate-
ful to the authors - both past and new contributors - for agreeing to provide
their time and expertise. The Fundamentals developed from the British
Association for Psychopharmacology (BAP)'s ‘Psychopharmacology Course
for Psychiatrists in Training’, which has developed into the acclaimed
current ‘Masterclasses in Clinical Psychopharmacology’ for all clinicians
involved in prescribing. This book is part of the strong educational tradition
of the BAP (see later for more details).

The remit of the book is to provide a core of up-to-date, clinically rel-
evant information about drugs in the context of current knowledge about
the biological basis of the disorders they treat. For this new edition, we have
updated all the chapters and have included a new one on practical pre-
scribing. It has allowed us to correct inevitable mistakes and we continue
to put drug prescribing into the context of National Institute of Health and
Care Excellence (NICE) guidance. As well as having obvious UK relevance,
NICE remains the most influential, comprehensive and coherent authority
producing evidence-based guidance across the world. However, guidance
is increasingly being interpreted in a narrow way and can be employed as a
restriction on choice rather than as an enabler of good practice. It is therefore
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vital to critically evaluate the evidence and at times adopt a healthy scepti-
cism of guidelines, because of the complex procedures, and often politi-
cal compromises, that lie behind them. As with previous editions, for ease
of reading, we have not included in-text citations. Key references, includ-
ing any clinical studies mentioned, are given at the end of each chapter
together with additional further reading.

The current contributors to the book are leading psychopharmacologists,
predominantly from the United Kingdom, but the content of the book has
developed over subsequent editions and we must thank the many others
who have been involved in the material over the years, and they are listed
in the acknowledgements. We would particularly like to acknowledge the
contribution of Prof lan Reid, to whom this book is dedicated.

The BAP was founded in 1974, with the general intention of bringing
together those from clinical and experimental disciplines, human- and
animal-based research as well as members of the pharmaceutical industry
involved in the study of psychopharmacology. It is one of the largest national
associations of its kind in the world. The BAP arranges scientific meetings,
fosters research and teaching, encourages the publication of research,
produces clinical guidelines, publishes the Journal of Psychopharmacology
and provides guidance and information to the public on matters relevant
to psychopharmacology. BAP evidence-based guidelines are available for
downloading for personal use from our website. The BAP has also pro-
duced an online continuing professional development (CPD) resource,
which is frequently updated and expanded. This, together with the various
face-to-face meetings organised by the BAP, is recommended to anyone
wanting to gain further information beyond this book.

Membership of the BAP is open to anyone with a relevant degree related
to neuroscience, including clinical medical, nursing, or pharmacy degrees.
If you are interested in any aspect of psychopharmacology, we would
strongly encourage you to consider joining. You can find out more on our
website: http://www.bap.org.uk.

Ian M Anderson

R Hamish McAllister Williams

British Association for Psychopharmacology
Cambridge, United Kingdom
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A note on
nomenclature

The current classification, or nomenclature, of psychotropic drugs can be
unhelpful in understanding their pharmacology or clinical use. In clini-
cal use, it has grown in a random way with inconsistencies in whether
drugs are classified according to chemical structure, history, clinical
effects or pharmacology. The World Health Organisation (WHO) system,
the Anatomical Therapeutic Chemical Classification System (http://www.
who.int/classifications/atcddd/en/), is a little better, with the division of
drugs into different groups according to the organ or system on which they
act and their chemical, pharmacological, and therapeutic properties. For
example, antipsychotics are classified according to chemical structure but
antidepressants according to pharmacology. Many drugs are listed under
an ‘other’ category, and this can be a particular problem with newer com-
pounds. In addition, drugs which act on a range of disorders sit uneasily in
the current schemes (e.g. ‘antidepressants’ are also first-line drugs in treat-
ing anxiety disorders, and newer ‘antipsychotics’ are effective treatments
for depression).

In response to this, a taskforce, supported by four major neuropsychophar-
macology organisations, has proposed a multi-axial, pharmacologically
driven nomenclature for psychiatric drugs (neuroscience-based nomen-
clature or ‘NbNomenclature’) that they have field-tested (http://www.ecnp.
eu/projects-initiatives/nomenclature.aspx). The final published version has
four axes. Axis 1 identifies the primary pharmacological target and mode of
action, Axis 2 the approved indications, Axis 3 efficacy and side effects and
Axis 4 human and animal neurobiology. NbNomenclature is available as a
free downloadable app for Android phones and iPhones/iPads.

Although there is dissatisfaction with the current nomenclature, and
a wish to apply pharmacological knowledge to clinical use of drugs, it
remains to be seen whether this new system will pass into general use.
Given that we still lack sufficient knowledge of the key mechanism/s of
action of drugs used in psychiatry, and how their pharmacology relates to
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clinical action, the Axis 1 classification has to be viewed as provisional.
In addition, the multi-axial system is somewhat cumbersome for clinical
use. We have therefore decided not to adopt the NbNomenclature system
for this book. For ease of use, we have retained the (admittedly imper-
fect) historic clinically based groupings of drugs, but detail their currently
known pharmacology.

Ian M Anderson
R Hamish McAllister-Williams
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