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Prescription drugs are approved by reg-
ulators on the basis of their efficacy

(how they perform in clinical trials), their
safety, and the quality of their production.
These regulators (for example the
European Medicines Agency or US Food
and Drug Agency) are part of the legal
framework set up by respective govern-
ments to protect patients. Once
approved, drugs are marketed for the spe-
cific indications stated by the licence,
which are carefully derived from the con-
text of the clinical trials used for assess-
ment by the regulatory bodies. The
license describes the disease state to be
treated, the type of patient (for example
the age range) and the intended dose.
However, once approved, medicines are
often prescribed outside these parame-
ters; the author of this book estimates
that one in five prescriptions are written
outside the regulatory framework, or “off-
label” and much more so in children.

The book Off-label Prescribing exam-
ines the implications of drugs being used
outside the regulatory framework and
therefore outside the intended safeguard-
ing process. It describes that usually
patients are unaware of what is going on
and have not been informed by their doc-
tor of this aspect of the prescribing
choice. It explores how and why this
occurs, what the medical profession has
to say about it, and how pharmaceutical
companies might actually benefit by this
type of prescribing and have sometimes
been found to encourage it (and subse-
quently been fined).  

The book generally supports this type
of activity and regards it as a way to dis-
cover new uses for drugs and to push the
boundaries of medicine. It does point out
that this process can be hazardous and
that there may be an estimated two- or
three-fold increase in the rate of adverse
drug reactions compared to “on-label”
prescribing. It is important to understand

that this perspective may be influenced
by the background of the author. Dr David
Cavalla has over 30 years drug develop-
ment experience and in the last 15 years
has worked focusing on “drug reposition-
ing” at various companies and runs a con-
sultancy business on this topic. What is
drug repositioning, you may ask?  This is
the application of known drugs and com-
pounds to new indications. It has been
growing in importance in the last few
years as drug development and pharma-
ceutical companies have seen their drug
pipelines drying up and also there is a
concern that many previously promising
technologies have not delivered their
intended benefit.

It is important to recognise this per-
spective and I do have some reserva-
tions about a potential commercial taint.
However, this remains a very interesting
book and uses many examples of medi-
cines development and regulation and
subsequent prescribing, to support the
author’s arguments. For example the
use of thalidomide, initially developed as
an antiemetic, to treat some cancers
and leprosy; or the use of sildenafil with

initial research for use in hypertension
and angina, then licensed for erectile
dysfunction, and now also used to treat
pulmonary hypertension. These
accounts may appear one-sided at
times, but on the whole I think the book
is reasonably balanced and clearly
recognises and describes potential
harms and makes suggestions to
strengthen regulation and restrict the
process of off-label prescribing for seri-
ous conditions where there is no alter-
native. It strongly recognises the right of
patients to be better informed.

This book should be of interest to all
those professionals who prescribe and
are keen to see appropriate governance
of medicines in their work environment.
It should also be of interest to all of us
who are prescribed to and have devel-
oped an interest in the way medicines are
used and the workings of the regulators
and the drug industry.  

Dr Duerden is clinical senior lecturer,
Centre for Health Economics and
Medicines Evaluation, Bangor
University

Off-label Prescribing 
by David Cavalla
Book Review by Martin Duerden BMedSci, DRCOG, DipTher, DPH, FRCGP

David Cavella
Published by Wiley Blackwell
216 pages, hardcover £34.95
ISBN 978-1-118-91207-2


