


- -]
DEBATES IN MEDICINE

Editorial Board

Editor-in-Chief

Gary Gitnick, M.D.
Professor, Department of Medicine
UCLA School of Medicine

Center for Health Sciences
Los Angeles, California

Associate Editors

H. Verdain Barnes, M.D.

Professor and Chairman
Department of Medicine
Wiright State University
School of Medicine
Dayton, Ohio

Thomas P. Duffy, M.D:

Professor of Medicine

Section of Hematology
Department of Internal Medicine
Yale University School of Medicine
New Haven, Connecticut

Nicholas J. Fortuin, M.D.

Professor of Medicine

The Johns Hopkins University
School of Medicine
Baltimore, Maryland

Volume 1 - 1988
Year Book Medical Publishers, Inc.

Chicago * London * Boca Raton

B
g



Copyright © 1988 by Year Book Medical Publishers, Inc. All rights reserved. No
part of this publication may be reproduced, stored in a retrieval system, or
transmitted, in any form or by any means—electronic, mechanical, photocopying,
recording, or otherwise—without prior written permission from the publisher
except in cases described below. Printed in the United States of America.

The code at the bottom of the first page of each article in this volume indicates
the publisher’s consent that copies of the article may be made for personal or
internal use. This consent is given on the condition that the copier pay the stated
per-copy fee through the Copyright Clearance Center, Inc. (Operations Office, 27
Congress Street, Salem, Massachusetts 01970) for copying beyond that permitted
by Sections 107 or 108 of the United States Copyright Law. This consent does
not extend to other kinds of copying, such as copying for general distribution, for
advertising or promotional purposes, for creating new collected works, or for
resale.

International Standard Serial Number: 0887-218X
International Standard Book Number: 0-8151-3600-5

Sponsoring Editor: James F. Shanahan

Assistant Director, Manuscript Services: Frances M. Perveiler
Production Project Manager: Max Perez

Proofroom Supervisor: Shirley E. Taylor



Contributors

Allen C. Alfrey, M.D.

Professor of Medicine

Department of Medicine

University of Colorado

Health Sciences Center

Chief, Renal Medicine

Veterans Administration Medical Center
Denver, Colorado

David A. August, M.D.

Assistant Professor

Department of Surgery

Division of Surgical Oncology

Yale University School of Medicine
New Haven, Connecticut

Henry R. Black, M.D.

Associate Professor of Medicine
Department of Medicine

Yale University School of Medicine
New Haven, Connecticut

Gary L. Davis, M.D.

Associate Professor of Medicine

Division of Gastroenterology, Hepatology and Nutrition
University of Florida

College of Medicine

Gainesville, Florida

Thomas P. Duffy, M.D.

Professor of Medicine

Section of Hematology
Department of Internal Medicine
Yale University School of Medicine
New Haven, Connecticut

Paul H. Duray, M.D.

Director, Division of Anatomic Pathology
Fox Chase Cancer Center

Philadelphia, Pennsylvania



vi / Contributors

Marc S. Ernstoff, M.D.

Assistant Professor of Medicine

Division of Medical Oncology

Department of Medicine

University of Pittsburgh School of Medicine
Pittsburgh Cancer Institute

Pittsburgh, Pennsylvania

Rosemarie Fisher, M.D.

Associate Professor of Medicine
Gastroenterology Unit

Yale University School of Medicine
New Haven, Connecticut

Kim Goldenberg, M.D.

Associate Professor and Director

General Internal Medicine Division
Department of Medicine

Wright State University School of Medicine
Dayton, Ohio

Barry H. Greenberg, M.D.
Professor of Medicine

Director, Coronary Care Unit
Oregon Health Sciences University
Portland, Oregon

Richard J. Gusberg, M.D.

Associate Professor of Surgery

Department of General and Vascular Surgery
Yale University School of Medicine

New Haven, Connecticut

Karl E. Hammermeister, M.D.
Professor of Medicine

University of Colorado

Health Sciences Center

Chief of Cardiology

Veterans Administration Medical Center
Denver, Colorado

Robert P. Heaney, M.D.
John A. Creighton University Professor

Creighton University
Omaha, Nebraska



Contributors / vii

D. M. Hegsted, M.D.

Professor of Nutrition Emeritus

Harvard Schools of Public Health and Medicine
New England Regional Primate Research Center
Southborough, Massachusetts

Angela R. Holder, LL.M.

Counsel for Medicolegal Affairs

Yale University School of Medicine and Yale-New Haven Hospital
Clinical Professor of Pediatrics (Law)

Yale University School of Medicine

New Haven, Connecticut

Thomas Hostetter, M.D.

Associate Professor of Medicine
Director, Section of Renal Disease
Department of Medicine
University of Minnesota Hospitals
Minneapolis, Minnesota

Norman M. Kaplan, M.D.

Professor of Internal Medicine

Chief, Hypertension Division

Department of Internal Medicine

University of Texas Southwestern Medical School
Dallas, Texas

John M. Kirkwood, M.D.

Chief, Section of Medical Oncology
Department of Medicine

University of Pittsburgh Cancer Institute
Pittsburgh, Pennsylvania

Marvin Moser, M.D.

Clinical Professor of Medicine
Department of Internal Medicine
Yale University School of Medicine
New Haven, Connecticut

Thomas J. Ryan, M.D.

Professor of Medicine
Department of Medicine

Boston University Medical School
Chief of Cardiology

The University Hospital

Boston, Massachusetts



viii / Contributors

Evangelista Sagnelli, M.D.
Associate Professor of Clinical Virology
Clinic of Infectious Diseases

First School of Medicine

University of Naples

Naples, Italy

Arthur Selzer, M.D.

Clinical Professor of Medicine

University of California at San Francisco
Clinical Professor Emeritus

Stanford University School of Medicine
Stanford, California

John F. Setaro, M.D.

Westchester Hypertension Foundation Fellow
Department of Medicine

Yale University School of Medicine

New Haven, Connecticut

Linda Titus-Ernstoff

Department of Epidemiology
Graduate School of Public Health
University of Pittsburgh
Pittsburgh, Pennsylvania

Anthony C. Wooley, M.D.

Instructor, Renal Division
Department of Medicine
University of Minnesota Hospitals
Minneapolis, Minnesota



Preface

The study of medicine evolved out of controversy. It should not surprise
us, then, to find that scientific literature is based on a history of
controversy, nor that controversy remains such a fundamental part of this
discipline. Regardless of our area of clinical or laboratory study and
regardless of whether we are discussing treatment, causation, or patho-
physiology, there will be differences of opinion, conflicting data, and
contradictory concepts. Through the thoughtful study of all sides of these
controversial issues, the astute clinician or student can become excep-
tionally well versed in medicine.

This volume devotes a chapter to each of ten prominent controversies.
The associate editors and [ have chosen contributing authors who are
experts in particular areas, and have instructed each to provide the very
best case to be made for a given position. In some instances, as is
sometimes the case with oral debates, authors have been asked to present
a view that may be opposite to the one they espouse. However, in most
cases, the positions presented herein are consistent with the views
expressed by the authors in their previous publications and public
statements.

At the end of each chapter, we provide editorial remarks in the way of
a brief summary and an evaluation of the strengths and weaknesses of the
arguments. OQur comments should also be taken as opinion, which has
been said to be composed of a minimum of fact combined with prejudice
and imagination. Nevertheless, we have tried to tie together the differing
opinions and guide the reader through our current state of ignorance.

I am indebted to the associate editors and contributing authors who
diligently developed their arguments and who were exceptionally
cooperative in efficiently and promptly sending their chapters to me.

[ wish to thank the associate editors who worked closely with me in the
development of this volume. They are H. Verdain Barnes, M.D., Thomas
P. Duffy, M.D., and Nicholas Fortuin, M.D. [ wish to thank Mrs. Susan
Dashe, who coordinated the development of this volume, and Mr. James
Shanahan of Year Book Medical Publishers, Inc.; his support was of great
assistance. Most readers will find opinions in this volume with which they
greatly disagree. It is our hope that this disagreement will stimulate thought
and insight, that knowledge of all sides of the controversies will expand
basic knowledge of the diseases discussed, and that the reader will not
only learn from but will also enjoy this book.

Gary Gitnick, M.D.
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Affirmative
Karl E. Hammermeister, M.D.

The answer to this problem is clearly yes—in some patients. The problem
has been to determine through valid studies which subgroups of patients
will benefit through prolongation of life and/or improvement of symptoms
and functional capacity. A second, related problem has been to develop
and validate inexpensive, safe, noninvasive techniques to identify such pa-
tients. The solutions to both of these problems are only partially known.
This essay will discuss the available information relevant to the first prob-
lem.

First, it might be well to define what is meant by stable symptoms. Some
patients will be severely limited by ischemic myocardial symptoms and yet
be in a stable phase of their disease. Because there is abundant evidence
that revascularization either by angioplasty in selected patients or by coro-
nary bypass graft surgery (CABG) can improve symptoms and increase
exercise capacity, there is little controversy about what to do in such pa-
tients; a revascularization procedure should be recommended if the anat-
omy is suitable and the operative risk acceptable. The greatest difficulty
lies with those patients whose ischemic myocardial symptoms are mild or
even nonexistent. Proponents of an aggressive approach point to the rel-
atively high incidence of stable, mild symptoms or no symptoms in patients
experiencing sudden cardiac death.

There are three major reasons to recommend any therapy: (1) to im-
prove symptoms, (2) to preserve health and functional capacity, and (3)
to prolong life. The remainder of this essay will concentrate primarily on
the third indication, as patients with mild or no symptoms are unlikely to
experience improvement, and little is known about the second indication.
Because there are few or no data on the effect of angioplasty on survival,
the discussion will concentrate on the results of CABG.

Our modern understanding of coronary death bemg due to ischemia
arose following the description by Herrick in 1912 of acute myocardial
infarction as being the result of obstruction of the coronary artery and the
observation by Wood and Wolferth in 19312 that angina pectoris is asso-
ciated with electrocardiographic evidence of ischemia. Soon thereafter, the
first surgical procedures to correct myocardial ischemia were attempted.
Although procedures such as pericardial poudrage with talc to stimulate
anastomoses between the pericardium and epicardium, wrapping the
omentum around the heart to provide blood flow to the epicardial surface
from the mesenteric vessels, and internal mammary artery ligation were
reported to result in symptomatic relief in the majority of patients, there
were few controlled studies. The exception to this statement is the internal
mammary artery ligation, where two controlled, blinded studies using
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sham operations showed the procedure to have no benefit.> * These are
two of the few instances in which it has been possible to use blinding and
sham procedures to control for the placebo effect of a surgical procedure,
something none of the modern randomized trials of CABG have been able
to do. These procedures, like the internal mammary artery implantation
procedure (Vineberg procedure), were doomed to failure because the
amount of increase (if any) in blood supply to the myocardium was small
in relation to the need.

However, soon after the introduction of the saphenous vein aortocoro-
nary bypass operation by Favalaro in 1967,° it was possible to demon-
strate that the surgically created conduits could carry 50% or more of the
myocardial blood supply. This, coupled with the fact that the operation
could be performed at a low operative mortality, led to the widespread
conviction in the early 1970s that this was a life-saving procedure. This
conviction was reinforced by nonrandomized, observational studies show-
ing that virtually all subgroups except those with single-vessel disease in-
volving the right or circumflex coronary arteries had improved survival with
surgical therapy as compared with medical therapy.® It was not widely rec-
ognized then that this and many other similar studies did not adequately
take into account differences between medically and surgically treated pa-
tients.

Needless to say, there was much disappointment and controversy when
the results of the first large randomized trial comparing survival of medical
and surgical therapy in patients with stable angina, the VA Cooperative
Study, showed improved survival only in the small subgroup with left main
coronary artery stenosis. "

This introduction has deliberately set the scene by picking studies show-
ing extremes in their results: (1) the very early Cleveland Clinic study pur-
porting improved survival in the majority of patients operated on, and (2)
the first reports of the VA Cooperative Study showing survival benefit only
in a minority of their patients. It is now widely recognized that selection
bias (selecting better-risk patients for surgery) strongly influences the out-
come of nonrandomized studies, particularly if little or no attempt has been
made to adjust for baseline differences. However, it is not generally ac-
cepted that randomized trials may present too conservative a viewpoint,
primarily because the patients selected are not representative of the gen-
eral population of patients with coronary heart disease being considered
for CABG. This latter theme will be developed in more detail after presen-
tation of outcome data from the four large randomized trials comparing
surgical vs. medical therapy for coronary artery disease (CAD); these ran-
domized trial data will be supplemented with data from observational stud-
ies where adjustments for baseline differences have been made.
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Stable Angina Pectoris

Left Main Coronary Artery Obstruction

The first large, randomized, controlled study testing the hypothesis that
surgical relief of myocardial ischemia prolongs life was the VA Cooperative
Study. The first report of outcome from this study was on the relatively
small subgroup with left main coronary artery stenosis (diameter reduction
= 50%) showing dramatically improved survival in the surgically treated
group.’ All subsequent studies in which this issue was seriously addressed
have confirmed the result of the VA Cooperative Study. It is now generally
accepted that patients with significant left main coronary artery stenosis
should have CABG, regardless of whether symptoms are present, provid-
ing that the patient’s general medical condition allows the surgery to be
accomplished at a reasonable operative risk.

Single-Vessel CAD

All of the randomized trials and most of the observational studies show
no improvement in survival in patients with single-vessel disease, because
survival of patients with single-vessel disease is not appreciably different
from that of the general population of similar age. The controversy over
the effect on survival is in the patients with two- and three-vessel disease.
Even here there is abundant evidence that CABG relieves symptoms that
cannot otherwise be controlled with medical therapy. Most will agree that
limiting angina refractory to medical therapy in patients with graftable distal
vessels and who are acceptable operative risks should be treated with
CABG or percutaneous transluminal coronary angioplasty (PTCA) if ap-
propriate.

Three-Vessel Coronary Artery Disease

At first glance the randomized trial data concerning patients with three-
vessel disease may seem confusing and conflicting. The initial report of the
VA Cooperative Study showed no survival beneﬁt for operative therapy of
three-vessel disease,® whereas a later report did®; the European Coronary
Surgery Study (ECSS) showed a marked reduction m mortahty in the pa-
tients with three-vessel disease who were bypassed,'® but the Coronary
Artery Surgery Study (CASS) conducted i in the United States and Canada
showed no overall difference in survival.'’ Even now the conflict in the
results of the European and VA studies on the one hand and CASS on
the other is not easily resolved. Let us consider some of the issues.

The initial report of the VA study in 1977 showing no difference in sur-
vival between medical and surgical therapy was labeled by its authors as
preliminary® but was regarded by many at that time as the “final word.”
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In a subsequent analysis, the VA investigators eliminated the data for the
three hospitals with an average 23% operative mortality (which contrib-
uted only 13% of the patients to the study) and found a statistically signif-
icant improvement in survival for surgically treated three-vessel disease for
patients yerated on at the ten remaining hospitals, with a 3.3% operative
mortality.” This post hoc analysis of a subset of patients selected on the
basis of outcome clearly violates an important study design principle. On
the other hand, an operative mortality of 23% is extraordinarily high, even
for that era, and suggests technical problems in the performance of the
surgery. Thus, [ maintain that there is some validity to this analysis.

Other subgroup analyses from the VA study have shown improved sur-
vival with operative therapy in an angiographic hi (;;h -risk subgroup and the
high-risk tercile defined by noninvasive criteria.”” The angiographic high-
risk patients had three-vessel disease and abnormal left ventricular func-
tion; this group is similar both in angiographic characteristics and treatment
effect to the group with three-vessel disease and abnormal left ventricular
function in CASS. The noninvasive risk terciles were defined by four non-
invasive variables: history of hypertension, prior myocardial infarction, ST
segment depression on the resting electrocardiogram, and New York Heart
Association functional class. The patients in the high-risk tercile who had
two or three of the strongest risk factors (ST segment depression, history
of myocardial infarction, history of hypertension) had significantly better
survival when treated surgically. Thus, although the preliminary report of
the VA study showed no survival benefit, longer follow-up and subsequent
analyses have been able to identify several subgroups where survival is
improved by CABG. It is important to note that the survival differences in
all subgroups where surgery initially Prowded better survival appear to be
narrowing after 8 years of follow-up."” This reemphasizes the fact that this
is a palliative operation; the basic pathologic process, obstructive athero-
sclerosis, continues to advance in the native coronary arteries and devel-
ops de novo in the vein grafts.

The ECSS is a randomized trial comparing medical with surgical therapy
in 768 men under the age of 65 years with angina pectoris of 3 months’
duration or longer.!! Patients with severe angina not controllable medi-
cally, or left ventricular ejection fraction less than 0.50, or single-vessel
CAD were excluded. An exact comparison of symptomatic status between
patients in the European study and the VA study or CASS is not possible
because of the way the data were recorded; nevertheless, it seems likely
that the majority of patients in this study may have had mild angina be-
cause of the exclusion of those with medically uncontrollable angina. Thus,
in this regard the ECSS patients appear to have been similar to the CASS
patients. Yet the results of the two studies are markedly different. The
European study has shown a 67% reduction in mortality at 5 years for the
surgically treated patients with three-vessel disease (6%) compared with
medically treated patients (18%). This marked difference remains at 8



