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The other EDRF

Endothelium-Derived
Hyperpolarizing Factor

edited by P. M. Vanhoutte,
Harwood Academic Publishers,
1996. £69.00 (xxi + 338 pages) 

ISBN 3 7186 5929 8

There can be few pharmacologists
who are not familiar with the pivotal
role of the endothelium in vascular
control through the release of both
NO and prostacyclin. However, it is
clear that the endothelium also
releases at least one other, somewhat
neglected, vasorelaxant, the endo-
thelium-derived hyperpolarizing
factor (EDHF). In this book Professor
Vanhoutte, one of the pioneers of
EDHF biology, has brought together
short contributions from many of the
key researchers in this exciting field,
arising from the First International
Symposium on this novel agent held
in 1995. The book is also the first of a
new series dealing with endothelial
biology.

In the space of a little over 300
pages Professor Vanhoutte has put

together a comprehensive story of
EDHF, from its initial identification
in the late 1980s to some of its
physiological and pathophysiologi-
cal roles. Central to the EDHF story
is its chemical identity, which is an
area of great debate. This is reflected
in the balanced, multiauthor
approach to the book in which the
reader is presented with several
chapters by different groups, pro-
viding evidence that EDHF is a
cytochrome P450 monooxygenase-
derived metabolite of arachidonic
acid via the epoxygenase pathway.
These are followed by a chapter 
ruling out the involvement of these
mediators in certain vascular prep-
arations; a later chapter then hints at
the involvement of C-type natri-
uretic peptide. Necessarily, a book
centred on a fast-moving area will be
dated by the time of publication. It is
now known that some of the
cytochrome P450 inhibitors used to
support the involvement of the
epoxygenase pathway are, in fact, K+

channel blockers, and so inhibit
EDHF at its site of action rather than
synthesis, thereby weakening the
argument that these substances are
EDHF(s). Furthermore, a recent,
novel hypothesis, that EDHF is an
endogenous cannabinoid derived

from arachidonic acid, has also
emerged since the book’s publication.

A second example of the balanced
approach that Vanhoutte has man-
aged to achieve is the inclusion of
chapters that question the very exist-
ence of EDHF as a distinct entity.
Although the evidence in the book
compels the reader to believe that
EDHF is a humoral factor in its own
right, recounting reports of its suc-
cessful bioassay, some of the contri-
butors provide evidence to indicate
that both NO and prostacyclin are
themselves EDHFs. However, any-
one who has witnessed that, even in
the presence of NO synthase and
cyclooxygenase blockade, endothe-
lium-dependent vasorelaxants cause
substantial relaxation, would find
this proposition wanting. Indeed,
Professor Vanhoutte concludes that
the criteria of NO and prostanoid-
independent, but endothelium-
dependent relaxation, should be
used to define EDHF.

A consensus to emerge from the
book is that EDHF plays a substan-
tial role in resistance vessels, where
it appears to exceed that of NO. A
second, attractive, hypothesis to
appear is that EDHF becomes up-
regulated on loss of NO and so may
compensate for this deficit, such that
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EDHF may be of greatest functional
importance in disease states.
Research published since the compi-
lation of this book would certainly
support this.

The book sets the scene for publi-
cising the role and function of EDHF,
which will undoubtedly become an
area of immense interest over the
next few years once it is widely 

realized that it acts in partnership
with NO. The book also points the
way to future research, for example
it only contains scant reference to
EDHF in the context of the human
cardiovascular system; clearly this is
a fertile area for investigation. The
book should be of great interest and
value to anyone concerned with
endothelial research or teaching

advanced cardiovascular pharma-
cology; it brings together the past
decade of research, and provides the
arguments and evidence on which to
build future work.

Michael D. Randall 
Department of Physiology and 

Pharmacology, University of Nottingham
Medical School, Nottingham, 

UK  NG7 2UH.

Picture this…

Lippincott’s Illustrated
Reviews: Pharmacology 
(2nd edition)

by Richard A. Harvey, Mary
Mycek and Pamela C. Champe
Lippincott-Raven, 1996. £21.50
(480 pages)

ISBN 0397 51567 79 (paperback)

The second edition of this textbook,
appearing five years after the first,
represents an update rather than 
a major revision. One welcome
improvement is that answers to ques-
tions posed at the end of each chapter
now appear immediately after the
question rather than at the back of the
book. An addition to the second edi-
tion is an appendix of ten case studies
which are well presented with appro-
priate questions and answers. Other

characteristics of the first edition
remain: a clear layout, plenty of well-
designed illustrations, cartoons to
help the student remember adverse
drug reactions and brave attempts to
give phonetic pronunciations as, 
for example, medroxyprogesterone
(meh DROX ee proe JESS ter one).

I have no serious criticisms of the
book although I prefer the term
adrenergic (cholinergic) to refer to the
nerve, with the drugs being either
adrenoceptor (cholinoceptor) agon-
ists or antagonists. As far as students
in the UK are concerned, it is unfortu-
nate that the terms adrenaline and
noradrenaline do not appear, even in
the index. Nitric oxide is also absent
from the index but is mentioned in
the mechanism of action of the
organic nitrates which perhaps
emphasises the point that this book is
written to ‘summarize the essentials
of medical pharmacology’.

In a small survey of likely con-
sumers the book was well received
with all students commenting
favourably on the layout which was

described as being ‘light’ and ‘non-
threatening’. This is achieved by the
use of wide margins which are either
empty or occupied by diagrams or
cartoons. According to the authors
the book is for ‘students in the health-
related professions who are prepar-
ing for licensure examinations and
professionals who wish to review or
update their knowledge’. Students
taking a second year pharmacology
course stated that there was insuffi-
cient information for a ten minute
presentation on an individual drug,
which confirms my impression that it
is an appropriate text for first year
students and a user friendly book 
for revision of the basics for other 
students.

I advise new undergraduates to
browse before purchasing a pharma-
cology text book and I anticipate that
several will opt for this new edition of
Lippincott.

Stephen L. Hart
Pharmacology Group, King’s College,

Chelsea Campus, Manresa Road, London,
UK  SW3 6LX.
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