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NOTICE

Medicine is an ever-changing science. As new research and clinical
experience broaden our knowledge, changes in treatment and drug
therapy are required. The editors and the publisher of this work have
checked with sources believed to be reliable in their efforts to provide
information that is complete and generally in accord with the stan-
dards accepted at the time of publication. However, in view of the
possibility of human error or changes in medical sciences, neither the
editors nor the publisher nor any other party who has been involved
in the preparation or publication of this work warrants that the infor-
mation contained herein is in every respect accurate or complete, and
they are not responsible for any errors or omissions or for the results
obtained from use of such information. Readers are encouraged to
confirm the information contained herein with other sources. For
example and in particular, readers are advised to check the product
information sheet included in the package of each drug they plan to
administer to be certain that the information contained in this book is
accurate and that changes have not been made in the recommended
dose or in the contraindications for administration. This recommen-
dation is of particular importance in connection with new or in-
frequently used drugs.
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FOREWORD

Many years ago, when I was a third-year clinical clerk in
medicine, I encountered a young adult with congenital
heart disease and bacterial endocarditis. My father, who
had graduated from the same school twenty-five years
earlier, had given me a set of notes he had created during
his clinical years. The section on endocarditis noted the
symptoms and physical findings of far-advanced disease
and detailed the gruesome sequence of complications in
a condition that was invariably fatal. My patient was
treated with intravenous penicillin for the then obligatory
six weeks and was cured of his infection. Several years
later during a cardiology fellowship, I encountered the
first patient successfully treated at the New York Hospi-
tal for bacterial endocarditis. As I recall, he received
15,000 units of penicillin a day for two weeks in 1944
and his infection with Streptococcus viridans was cured.
What a miracle! What progress! But that was just the
beginning.

During the past thirty years and more, the study of
the heart has moved from physiologic description to an
increasing understanding of molecular events. Metabolic
pathways have been dissected. Movement of molecules
to and through the cell wall is increasingly understood.
The role of the endothelium as a prolific endocrine organ
has been revealed. The genetics of inherited heart disease
is being unraveled. Each new discovery has the potential
to offer insight into the course of disease or offer an
avenue for change.

If a metabolic or endocrine pathway is understood,
an agent can be tailor-made to block, stimulate or alter
the outcome with therapeutic effect. Examples of devised
drugs abound: angiotensin converting enzyme inhibitors,
HMG CoA reductase inhibitors (statins) to lower choles-
terol are two among many. Once available, new drugs
may have unexpected therapeutic effects. It could not
have been predicted that ACE inhibitors improve out-

come post myocardial infarction by limiting left ven-
tricular remodeling. Nor would one have predicted that
pravastatin (and possibly similar drugs as well) may have
an early and rapid effect to stabilize the atheromatous
plaque, thus improving immediate outcome in unstable
angina. These examples could be repeated many times
over.

Cardiovascular therapy is undergoing a knowledge
explosion. New drugs and modifications of old drugs are
appearing with great rapidity. Each new drug should be
carefully tested. The double-blind, randomized clinical
trial has come of age and when carried out with sufficient
power is changing the practice of medicine. New drugs
are studied in an alphabet soup of trials. One trial never
has all the answers and so there must be many. Finally,
a meta-analysis attempts to summarize all those earlier
trials. Information is accumulating at an overwhelming
rate.

Medical discoveries are big news. Although sensa-
tionalism can readily be found, the quality of medical
reporting in the lay press has never been better. A sophis-
ticated, informed public wants the best treatment. The
best treatment is the right treatment that increasingly is
evidence-based medicine built on pathophysiologic un-
derstanding, clinical data, and valid therapeutic trials.
The practitioner is being overwhelmed with reports,
some readily available, others in specialized journals.

All this new information must be collated, re-
viewed, critiqued, and interpreted. That is what this book
is all about. The editors are distinguished scientists, clin-
icians, and teachers. William Frishman developed an
early, intense interest in pharmacology and pharmacody-
namics. He has made important contributions in books
and scientific publications to our understanding of the
effects of treatment of a variety of agents. Edmund Son-
nenblick is a renowned investigator and physiologist
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who has extensively studied the function of the heart as
a pump and the influences of disease and drugs. Both are
superb teachers, equally effective in the classroom or in
a gathering of peers. The range of topics and the quality
of the chapters in this book is a testimony to their imag-
ination and skill in creating this much needed volume.
In his preface, Dr. Frishman comments that we are
in a golden age of cardiology. I am not so sure. I think we
are just at the beginning. The molecular and genetic rev-
olution in biology has just begun. We cannot imagine the

effect that this will have on our ability to alter the natural
history of disease and treat intercurrent catastrophes
twenty-five years from now. We haven’t seen anything
yet! In the meantime, here is a superb summary of wide-
ranging information from a variety of sources-a syn-
thesis of scientific medicine at its best.

Thomas Killip, M.D.

Professor of Medicine

Albert Einstein College of Medicine
Executive Vice President

Medical Affairs

Beth Israel Medical Center

FOREWORD

“I would only here emphasize the fact that with
signs of dilatation, as indicated by gallop rhythm,
urgent dyspnoea, and slight lividity, venesection is
in many cases the only means by which the life of
the patient may be saved. . . .Subsequently stimu-
lants, such as ammonia and digitalis may be
administered. . .”
William Osler,
The Principles and Practice of Medicine, 1892

One hundred years ago not a single chapter head-
ing in this book would have been recognized. Even by
the dawn of modern cardiology, as exemplified in 1949

.in the text book, Diseases of the Heart in 1949, by Dr.
Charles Friedberg, few advances had been made in
understanding cardiovascular pharmacology and thera-
peutics. Since that time there has been an explosion of
information. This knowledge is grounded in the contri-
butions of basic science to our understanding of
mechanisms of cellular function, receptor and ion chan-
nel biology, cell growth, neurohumoral control, drug
metabolism and pharmacokinetics. These discoveries in
the basic science laboratory have led to the design, devel-
opment and testing of pharmacologic agents. If used
correctly, these agents have tremendous potential to slow
or prevent the progression of cardiovascular pathology,
to enhance the quality of life, and to prolong survival of

patients with cardiovascular abnormalities. A key devel-
opment in the study of pharmacologic agents has been
emergence of the science of clinical trials. Methodolo-
gies that use the concepts of randomization, double blind
study design, and power calculations for the conduct of
statistically valid trials have lead to a much clearer evi-
dence about the efficacy, safety and indications for
pharmacologic treatments. It is the combining of all of
these scientific disciplines from basic molecular science
through molecular pharmacology, drug design, testing of
drug effects in animals and humans and finally in popu-
lations of humans, that has led to the tremendous ad-
vances in the care of our patients.

It is a formidable task, even for the specialist to
keep up with the current rapid pace of discovery and
introduction of new therapeutic agents, and to understand
how they work. For each new agent, physicians must
learn their kinetics and metabolism, especially in patients
with various complicating conditions, and they must
know about a myriad of potential drug interactions. In
this day of generalist care of large numbers of patients,
that task is even more daunting. However, such under-
standing is essential to safe, effective and optimal patient
care.

Cardiovascular Pharmacotherapeutics is a practi-
cal compendium of current knowledge of mechanisms of
drug treatments for cardiac and vascular conditions. It



includes a spectrum of information required for general-
ist and speciality physicians, and includes descriptions of
mechanisms of actions, pharmacokinetics, drug interac-
tions, therapeutic efficacy and direct application to
patients. One of the two editors is a physician-scientist
who is one of the most important contributors to our
understanding of how the heart and vascular system
works, and who has applied that knowledge to the study
of pharmacologic agents in patients. The other is a pro-
lific writer who has led or participated in many of the
drug trials which have proven the efficacy of these agents
in large groups of patients. Both are master teachers. The
contributors are all experts in their fields. The chapters
include subjects that cannot be found in any other single
text book on cardiovascular pharmacology.

FOREWORDS

This book then forms an excellent text for medical
students, house officers and fellows learning cardiovas-
cular pharmacotherapeutics. It also constitutes a com-
plete reference text for practicing physicians, as they
continue self education in medicine, and apply modern,
up to date information directly for the well being of their
patients.

James Scheuer, M.D., September, 1996



