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First multi-year cumulation covers six years: 1965-70.
Calcium antagonists are now regarded as the most
important advance in cardiac drug therapy since the
advent of beta-adrenergic blocking agents. Acting ba
sically as vasodilators-though with many other com plex
mechanisms especially in the case of the anti arrhythmic
calcium antagonists, these agents have grown in
importance to become among the therapeutic agents of
first choice for angina pectoris and hyper tension. The
major aim of the present book is to present the clinician
with the information needed for the practical use of
calcium antagonists. What do all the numerous and often
conflicting trials say? Do these agents really work? If so,
which agent and in what dose? How do the three front
runners, verapamil, nifedipine and diltia zem compare in
the efficacy and side-effects with each other? How do
the new second generation agents, now entering the
North American market, slot in and com pare with the



three first-liners? When the gloss is taken away from the
advertisements, what is really left? The strong clinical
bias of the present book should be complimented by
further reading of books slanted towards fundamentals.
One of the most important and recent of these is that by
Dr Winifred Nayler (Calcium Antagonists, Academic
Press, 1988). That book should be basic for essential
background knowledge in the area of calcium
antagonists. The important basic contribu tions of
Fleckenstein deserve emphasis. Concise,
comprehensive guidance on the physical rehabilitation of
older adults. It is convenient, quick-access information
on the evaluation and treatment of a complete range of
geriatric diseases and disorders. It includes succinct
coverage reviews each health problem's incidence,
diagnositic tests and associated diagnoses, clinical
implications for mobility, rehabilitation techniques and
more. A welath of superb illustrations help make this
simple to understand and apply. 2 The free internal Ca+
concentration in human red cells is set according to the
leak 2 and-pump principle: There is a finite passive Ca+
influx at the physiological 2 2 Ca+ -gradient across the
membrane which is compensated by Ca+ pumping in the
outward direction with a rate given by the degree of
saturation of the A TP-fuelled Ca 2 pump at the steady-
state internal Ca+ concentration. Simons (1982) recently
devised a method allowing the measurement of the



steady 2 2 state internal Ca+ concentration. Cells are
suspended in media of different Ca+ con 2 2 tent whose
Ca+ concentration is monitored by a Ca+ -selective
electrode. When the cells are lysed (by digitonin) there is
an upward or downward deflection of the elec 2 trode
signal. At the point of zero deflection, the cellular Ca+
concentration equals that 2 of the medium. The result is,
that in fresh human red blood cells the Ca+ concentra
tion is ;;;; O.4,uM (this is an upper estimate; the true
value may be considerably lower). The frontispiece,
Leonardo da Vinci's drawing of the embryo in the womb,
was chosen as a starting point for this book. It was
Leonardo who in his notebooks and drawings combined
artistic composition and accurate recording of the
anatomy of the human body. Leonardo studied human
anatomy in order to execute artistic drawings. His aim
was to clarify form and function of human organs
including reproductive organs. He followed up his
extensive research with graphic representa tion and
thereby initiated record keeping as a basis of scientific
investigation. His records, accurate three-dimensional
drawings, allowed others to reproduce his find ings and
to test for correctness. Results could be updated and
refined. Only after these steps can abnormalities be
ascertained and defined as pathology. Though Leonardo
was both artist and scientist, it is assumed that his
anatomic drawings were used to improve his art, and



thus scientific endeavor was at the service of his art.
Anatomy, the offspring of science and art, is an
integration of the two and became an accepted branch
of the natural sciences. Although art and science
continued to interact throughout the Renaissance, art
was often placed in the service of science. In the course
of history that followed, art and science in creasingly
followed separate ways. In the last decade there has
been a growing interest in the study of the interactions
between the heart and the brain, especially in the field of
cerebral ischemia. The interactions between
cardiovascular and cerebrovascular diseases are of
relevance not only for research investigation, but also for
clinical implications in the daily clinical practice. i.e. A
wealth of information has been gathered particularly on
three topics, cardiovascular consequences of cerebral
injuries, cardioembolic stroke, and association of carotid
and coronary artery disease. The available information,
however, is still sparse and fragmentary mainly because
of the lack of commun ication between neurologists and
cardiologists. With the aim of improving communication
between several disciplines and technologies, we started
to organize since 1987 in Bologna, Italy, an international
Symposium on heart brain interactions to be held every
3 years. Our intention was to gather prominent clinicians
and researchers from outstanding cardiologic and neuro
logic institutions actively involved in the study of heart-



brain interactions. The ambitious goal has been to fit
different pieces of information like in a puzzle. This book
originates from the contributions presented at the 2nd
Sympo sium which was held in Bologna on November
30-December 1, 1990. The book is subdivided into three
sections: I cardiovascular consequences of cerebral
damage, II cardiogenic cerebral ischemia, III
cerebrovascular and coronary artery disease.
Authoritative, well-written, and comprehensive textbook
of clinical nephrology, combining the clinical aspects of
renal disease important for daily clinical practice while
giving extensive information about the underlying basic
science and current evidence available. This new edition
highlights the numerous changes in clinical management
that have arisen as a result of recently concluded clinical
trials and there are now specific formal guidelines for
optimal treatment of patients. Each section of the
textbook has been critically and comprehensively edited
under the auspices of one of the leading experts in the
field. The emphasis throughout is on marrying advances
in scientific research with clinical managment. Where
possible treatment algorithms are included to aid patient
care. In this fourth book in the series on quantitative
coronary arteriography (QCA) with the earlier three
volumes published in 1986, 1988 and 1991, the latest
developments in this exciting field are covered. Both the
methodolog ical and clinical application aspects of these



advances are presented in a comprehensive manner in
a total of 37 chapters by world renowned experts. The
book is subdivided into a total of eight parts, beginning
with the more methodological issues, such as QCA and
other modalities (3 chapters), cine film versus digital
arteriography (3 chapters), quality control in QCA (4
chapters), and coronary blood flow and flow reserve (3
chapters). Since QCA has been well established as the
technique for the assessment of regression and
progression in atherosclerotic disease, and of restenosis
after recanaliz ation procedures, major clinical trials in
both groups are described extensively by their principal
investigators in a total of 11 chapters. In addition, the
QCA results after the application of various
recanalization techniques are presented in another eight
chapters. In the last part the experiences with various
intracoronary prostheses with the emphasis on QCA are
discussed in five chapters. This large increase in
application oriented chapters means that QCA is well
alive and gaining momentum. Although the accuracy and
precision of the analytical methods steadily improve with
the increasing complexity of the algorithms, there is still
always the human factor involved in these processes in
terms of frame selection, segment definition, etc. The
purpose of the present volume is to give a
comprehensive and up-to-date 2 survey of the nature
and role of calcium ions (Ca +) in the regulation of cel 2



lular function. Since Ca + has gained in interest over the
past years as a cel lular messenger in signal
transduction, and since the discovery of its cellular
receptor protein, calmodulin, has helped in
understanding its mode of action in molecular terms, we
felt that an interdisciplinary selection of topics from the
calcium field could provide a good source of information
for all those in terested in calcium-mediated physiology.
The volume begins with an overview on the synarchic
nature of the two 2 cellular messengers, cyclic AMP and
Ca +. The next three chapters deal with 2 the various
transport mechanisms for Ca +. The biochemistry and
molecular biology of calmodulin, as well as the cellular
localization of calmodulin and calmodulin-binding
proteins, are reviewed. Calcium regulation of smooth
muscle contraction introduces the pharmacology of
calcium antagonists. Annual Reports in Medicinal
Chemistry As the life expectancy of patients with arterial
hypertension increases, hypertension in the elderly is
becoming a relevant medical and social problem.
Indeed, epidemiological trials have shown that the
cardiovascular risk in elderly hypertensives is
significantly higher than in normotensive subjects of
comparable age. However, many characteristics of
hypertension in the elderly, such as the haemodynamic
pattern, do differ greatly from those of younger
hypertensives and therefore the results obtained in



younger patients cannot be extrapolated to older
hypertensives. In this book, experts on hypertension
have examined different aspects of hypertension in the
elderly: from the changes in the cardiovascular system
associated with ageing, to the role of ambulatory blood
pressure measurement in the diagnosis of hypertension
and the results of the recent clinical trials into the
efficacy and tolerability of antihypertensive drugs. This
book covers all the clinical aspects of hypertension in the
elderly in such a way that it will become a valuable tool
for medical students, general practitioners and
specialists in hypertension alike. A number of exciting
new developments have occurred during the last few
years concerning the platelet-vessel wall interaction.
Although they may be obvious and clear to the specialist
in the field, for the clinician the area has become rather
confusing. Time has come to review current knowledge
on the pathophysiology of the platelet-vessel wall
interaction and show how this knowledge can constitute
the rationale for pharmacotherapeutic interventions. A
symposium was organized in Antwerp during which a
number of outstanding speakers gave an overview of
what is new on a particular topic and how this
information can be translated to possible clinical
applications. The proceedings of the symposium are not
only of interest to the practising physician, but contain
enough new fundamental data to be of use for all those



who are interested in the role of platelets in the
etiopathogenes ofcardiovascular diseases. Arnold G.
Herman Antwerp, July 1-991 vii ListofContributors A.G.
Herman DepartmentofPharmaceutical Sciences M.R.
Buchanan University Hospital DepartmentofPathology
Universiteitsplein I McMaster Clinic B-261O ANTWERP
(Wilrijk) Hamilton General Hospital Belgium 237 Barton
Street East HAMILTON, Ontario G. Homstra Canada
L8L 2X2 DepartmentofHuman Biology
UniversityofLimburg Co-author: SJ. Brister P.O. Box 616
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Cedex Department ofMedicine France King's College
School ofMedicine and Dentistry Co-authors: C. Gachet
and F. Lanza LONDON SE5 9PE U.K. This volume
reviews important milestones in the history of the
development of 1,4-dihydropyridines starting in the late
1960s. The discovery led to theestablishment of Ca2+
antagonists as leading cardiovascular drugs
throughoutthe world. This volume includes presentations
of the results of some recent collaborative extramural
studies by American investigators. Since the first TRP
ion channel was discovered in Drosophila melanogaster
in 1989, the progress made in this area of signaling
research has yielded findings that offer the potential to
dramatically impact human health and wellness.



Involved in gateway activity for all five of our senses,
TRP channels have been shown to respond to a wide
range of stimuli from both within and outside the cell
body. How we sense heat and cold, how we taste food,
how eggs are fertilized, how the heart expands and
contracts is each dependent on the function of these
channels. While no single book could possibly cover all
the research being undertaken, TRP Ion Channel
Function in Sensory Transduction and Cellular Signaling
Cascades presents the most advanced compilation of
work in this area to date. All 31 chapters are written by
international pioneers working at the vanguard of TRP
ion channel research. They explain much about the
pivotal function and behavior of these channels, which
are most exquisitely tuned to their specific tasks, and
delve into how researchers are putting this knowledge to
use in the development of novel pharmaceuticals, which
may well prove effective in ameliorating treatment-
resistant conditions including cancer, heart disease,
inflammation, and immune system dysfunctions.
Individual chapters shed light on selected topics of
interest in the TRP arena, such as signal transduction in
axonal path-finding, and in vascular, renal, and auditory
functions, as well as pain. The text also covers subjects
as diverse as mating and fertilization, inflammatory pain,
and mechanisms of pheromone detection in mammals.
While the book presents much new insight and explores



findings that will be of interest to those involved with
advanced research, it also includes significant
background material for those looking to familiarize
themselves with this exceptionally promising path of
inquiry. Nisoldipine, a second generation of
dihydropyridine derivative, exhibits high vascular and
coronary selectivity. This monography focuses on the
pharmacologic profile of Nisoldipine Coat-Core, a new
galenic form, and its beneficial role in various clinical
aspects of myocardial ischemia. The contributors are
experts in the field of calcium antagonists. "Nisoldipine,
In-vitro effects of calcium channel blockers in reducing
restenosis after balloon angioplasty and in retarding the
progression of atherosclerosis, Usefulness of nisoldipine
for prevention of restenosis after percutaneous
transluminal coronary angioplasty, An updated meta-
analysis of calcium channel blockers in the prevention of
restenosis after coronary angioplasty, Late angiographic
follow-up of dilated coronary lesions, Long-term effects
of nioldipine on the progression of coronary
atherosclerosis and the occurrence of clinical events: the
NICOLE study, General Discussion, Final Conclusions
and further directions." Fundamentals of Family
Medicine presents the common clinical problems
encountered by generalists and, through case studies
and discussion questions, enhances the reader's
understanding of the process by which practitioners



define, prioritize, and manage the diverse problems of
many patients. Core chapters from the fourth edition of
Family Medicine: Principles and Practice were selected
and updated to cover: - Common acute problems such
as otitis media - Common chronic problems such as
diabetes mellitus and hypertension - Must-never-miss
problems such as myocardial infarction - Problems
under current investigation such as HIV - And areas of
emphasis for family practitioners such as geriatric care,
sports medicine, and domestic violence. Calcium Entry
Channels in Non-Excitable Cells focuses on methods of
investigating the structure and function of non-voltage
gated calcium channels. Each chapter presents
important discoveries in calcium entry pathways,
specifically dealing with the molecular identification of
store-operated calcium channels which were reviewed
by earlier volumes in the Methods in Signal Transduction
series. Crystallographic and pharmacological
approaches to the study of calcium channels of epithelial
cells are also discussed. Calcium ion is a messenger in
most cell types. Whereas voltage gated calcium
channels have been studied extensively, the non-voltage
gated calcium entry channel genes have only been
identified relatively recently. The book will fill this
important niche. First multi-year cumulation covers six
years: 1965-70. Applied Pharmacology provides the
essential details that are required for a solid



understanding of pharmacology: how the drugs work,
why side effects occur, and how the drugs are used
clinically. Drs. Stan Bardal, Jason Waechter, and Doug
Martin integrate the experience of the pharmacologist
and the physician for a clinical focus that ensures a
complete understanding of pharmacology.in print and
online. Find information quickly and compare and
contrast drugs easily thanks to a clear and consistent
format without extraneous material. Apply basic
pharmacology to clinical situations through integrated
text. Enhance your learning with "For Your Information"
sections detailing history and anecdotes for many agents
within a given drug class. Access the fully searchable
text online at studentconsult.com, along with 150
USMLE-style multiple choice questions, downloadable
images, and online only references. Learn the essential
details of pharmacology and enhance your
understanding through an entirely new, fantastic art
program. Gain a thorough understanding of key
pharmacology components in a concise and efficient
format The leading Textbook on the subject. A
completely rewritten and up-to-date fifth edition, based
upon the highly respected fourth edition, edited by C.
Jacobs, C.M. Kjellstrand, K.M. Koch and J.F.
Winchester. This new edition is truly global in scope and
features the contributions of the top experts from around
the world. Vols. for 1942- include proceedings of the



American Physiological Society. The Kidney and
Hypertension in Diabetes mellitus, Third Edition
endeavors to cover all aspects of renal involvement in
diabetes. It is written by colleagues who are themselves
active in the many fields of medical research covered in
this volume: epidemiology, physiology and
pathophysiology, laboratory methodology and renal
pathology. This new edition focuses on pressure-
induced and metabolic related aberration, in relation to
genetic abnormalities, and also changes developing in
fetal life. New chapters also include exercise, lipidemia,
and retinopathy in diabetic renal disease. In addition,
new data are included regarding structural changes in
NIDDM-patients and the comparison of diabetic and non-
diabetic renal disease. Calcium Entry Blockers (CEBs)
are a new class of drugs which have been pushing back
the frontiers of science and medicine for almost two
decades. This report reviews some of the wealth of
chemical, biological and clinical data describing the
discovery and development of these compounds. The
scientific importance, therapeutic benefit and marketing
potential of these compounds have caused an explosion
of scientific literature describing their effects in many
preclinical and clinical settings. The definitional
characteristics of these compounds suggest a certain
predictability of their biological profile but their
therapeutic usefulness varies widely dependent upon



their physical properties, net hemodynamic effects,
duration of action and incidence of side effects. CEBs
appear uniquely suited to the treatment of the underlying
complexity of cardiovascular disease. The CEBs of the
future may live up to the expectations of
pathophysiologically based therapeutics and allow the
heart and blood vessels to outlive the cells which they
support. The development of CEBs is an evolving story
of epic proportions and represents the cooperative
efforts of individuals in all areas of science. As little as
30 years ago, cardiovascular research at Bayer was just
a small sideline with in an environment dominated by
chemotherapy research, and only 15 years ago, Bayer's
pharmaceutical business was confined to European and
Latin Ameri can countries, with sales in cardiovascular
pharmaceuticals close to zero. It goes without saying
that Adalat has changed the company as a whole in its
research, development, and marketing, both in Germany
and, most importantly, world wide. In research and
development, Adalat has led the way in to new areas
such as hypertension, acute neurology, dementia,
atherosclerosis, and heart failure. In pharmacology,
Adalat was present at the dawning of the second phar
macological revolution, which started out from whole
animal models and progres sed, via in vitro screening
and pharmacological research on the DHP receptor,
down to the molecular level with the cloning of calcium-



channel proteins. Having followed the Adalat story
closely in its early years as a bench scientist, let me take
this opportunity to thank the inventors, the scientists, and
the investigators who have helped to tap the broad
potential of calcium-channel blockade with dihyd
ropyridines in general and Adalat in particular. But,
success should not obscure our vision. There is no
reason for us to rest on our laurels: it will take true
innovations in cardiovascular research to top the gold
standard set by Adalat. Let us take up the challenge.
Much is new in Family Medicine since the last edition of
our textbook. For example, not only is the therapy of
human immunodeficiency virus (HIV) disease and the
acquired immunodeficiency syndrome (AIDS) much
different than a few years ago; the epidemiol ogy of the
disease has also changed and more than half of the
family physicians in a rural state such as Oregon have
already managed patients with HIV disease or AIDS. 1
There are new immunization recommendations for
children and new antibiotics for the treatment of bacterial
infections. Computers are bringing medical informatics
and on-line consultation into office practice. Medicare
physician payment reform is underway and the reality of
rationing medical care has been recognized. There has
been a recent increase in student interest in a family
practice career,2 coincidental with a Council on
Graduate Medical Education (COGME) recommendation



that at least 50 percent of all residency graduates 3
should enter practice as generalists. Also there is
increasing awareness of the need for a 4 Center for
Family Practice and Primary Care at the National
Institutes of Health. This all-new fourth edition is
intended to present the scientific and practical basis of
family medicine with special attention to what's new in
family medicine. The emphasis is on how the physician
provides continuing and comprehensive care for persons
of all ages, with clinical content selected from the
perspective offamily physicians. The format ofthe book,
like the practice of family medicine, continues to change.
In this edition of the Atlas of Hypertension, Dr. Norman
Hollenberg and more than 20 leading authorities have
worked together to capture the most updated and
pertinent information in the field of hypertension. This
new edition is a modern and complete visual library of up-
to-date information on the most current pharmacologic
and treatment advances in the field. With over 600 vivid
illustrations, clinical photographs, instructive diagrams
and charts, this updated reference provides a detailed
and accurate insight into treatment and management of
hypertension, covering a full range of topics. Together
with detailed legends and extensive reference listings,
the illustrations deliver comprehensive guidance to
effective diagnosis and treatment of a wide breadth of
these clinical challenges. A unique overview of all major



angiographic lipid intervention trials, presented by their
principal investigators. Basic mechanisms and
methodological aspects, including biochemical as well as
angiographic aspects, are discussed by experts in these
fields. A careful comparison of all available data permits
an analysis to be made of what may currently be
considered proved, which aspects merit further
investigation, and which hypotheses should be rejected.
Audience: Clinicians involved in the practice of lipid
lowering and investigators involved in lipid-lowering
clinical trials. Scientists involved in other areas of lipid
research and investigators conducting coronary
angiographic trials designed to study the influence of
different interventions will find a wealth of information
and practical guidelines in this book.
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