


CONSERVATIVE
MANAGEMENT

OF
BREAST

CANCER

NEW SURGICAL
AND
RADIOTHERAPEUTIC
TECHNIQUES

J. B. LIPPINCOTT COMPANY
London R St. Louis
Mexico City &, =88  Sao Paulo
N Sydney

PHILADELPHIA



Acquisitions Editor: Stuart Freeman Art Director: Maria S. Karkucinski

Sponsoring Editor: Richard Winters Designer: Ron Dorfman
Manuscript Editors: Kristen B. Frasch Production Supervisor: J. Corey Gray
Carol M. Kosik Compositor: Ruttle, Shaw & Wetherill, Inc.
Indexers: Pamela Fried Printer/Binder: Halliday Lithograph
Angela Holt

The authors and publisher have exerted every effort to ensure that drug selection and
dosage set forth in this text are in accord with current recommendations and practices at
the time of publication. However, in view of ongoing research, changes in government
regulations, and the constant flow of information relating to drug therapy and drug reac-
tions, the reader is urged to check the package insert for each drug for any change in
indications and dosage and for added warnings and precautions. This is particularly im-
portant when the recommended agent is a new or infrequently employed drug.

Copyright © 1983, by J. B. Lippincott Company. All rights reserved. No part of this book
may be used or reproduced in any manner whatsoever without written permission except
for brief quotations embodied in critical articles and reviews. Printed in the United States
of America. For information write J. B. Lippincott Company, East Washington Square,
Philadelphia, Pennsylvania 19105.

Library of Congress Cataloging in Publication Data
Main entry under title:

Conservative management of breast cancer.

Bibliography: p.

Includes index.

1. Breast—Cancer—Treatment. 2. Breast—Cancer—
Radiotherapy. 1. Harris, Jay R. II. Hellman, Samuel.
III. Silen, William. [DNLM: 1. Breast neoplasms—
Therapy—Congresses. WP 870 C755 1982]
RC280.B8C638 1983 616.99'44906 83-5427
ISBN 0-397-50608-2



CONSERVATIVE
MANAGEMENT

OF
BREAST
CANCER

NEW SURGICAL
AND
RADIOTHERAPEUTIC
TECHNIQUES



JAY R. HARRIS, M.D.

Associate Director for Clinical Affairs
Joint Center for Radiation Therapy
Associate Professor of Radiation Therapy
Harvard Medical School
Boston, Mass.

SAMUEL HELLMAN, M.D.

Physician-in-Chief
Memorial Hospital for Cancer and
Allied Diseases
Memorial Sloan-Kettering Cancer Center
New York, New York

WILLIAM SILEN, M.D.

Johnson and Johnson Professor of Surgery
Harvard Medical School
Surgeon-in-Chief
Beth Israel Hospital
Boston, Mass.

94 CONTFRIBUTORS



Contributors

A. C. Almendral, m.D.

Chief, Division of Gynecologic Oncology
Department of Gynecology

University Hospital

Basel, Switzerland

Claudine Altshuler, m.D.

Radiotherapist

Department of Radiotherapy
Marseilles Cancer Institute
Marseilles, France

Francois Amalric, M.D.
Fellow, Radiotherapy Department
Marseilles Cancer Institute
Marseilles, France

Robert Amalric, m.D.

Head, Radiotherapy Department
Marseilles Cancer Institute
Marseilles, France

Frederick C. Ames, M.D.

Associate Professor of Surgery
Department of Surgery
The University of Texas
System Cancer Institute
M.D. Anderson Hospital and Tumor
Institute
Houston, Texas

R. Arriagada, M.D.
Radiation Oncologist
Radiation Department
Institute Gustave—Roussy
Villejuif, France

Yves Ayme, M.D.

Department of Surgery
Chief, Gynecology Service
Marseilles Cancer Institute
Marseilles, France

Arnold L. Berenberg, Mm.D.

Assistant Clinical Professor of Radiology
Harvard Medical School

Associate in Radiology

Beth Israel Hospital

Boston, Massachusetts

William D. Bloomer, M.D.

Associate Professor of Radiation Therapy
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Boston, Massachusetts

Gianni Bonadonna, M.D.
Director, Division of Medical Oncology
National Cancer Institute
Milan, Italy

Leslie E. Botnick, mM.D.

Assistant Professor of Radiation Therapy
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Division Director

Beth Israel Hospital

Boston, Massachusetts

Henri Brandone, M.D.
Chief Surgeon
Marseilles Cancer Institute
Marseilles, France

Claude Bressac, M.D.

Department of Surgery
Marseilles Cancer Institute
Marseilles, France

Robert Calle, m.p.

Director of Clinical Boards
Institute Curie
Paris, France



vi Contributors

Stephen K. Carter, M.D.
Vice-President, Anti-Cancer Research
Pharmaceutical Research and

Development Division
Bristol Myers Company
New York, New York

Lee M. Chin, D.sc.

Assistant Professor of Radiation Therapy
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Boston, Massachusetts

Roy M. Clark, M.B., B.S., FR.C.R., FR.C.P.(C)

Senior Radiation Oncologist

The Princess Margaret Hospital

Associate Professor of Radiation Oncology
University of Toronto

Toronto, Canada

Richard B. Cohen, M.D.

Co-Director, Department of Pathology
Beth Israel Hospital

Professor of Pathology

Harvard Medical School

Boston, Massachusetts

S. Come, M.D.

Beth Israel Hospital

Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Boston, Massachusetts

James L. Connolly, M.D.

Assistant Professor of Pathology
Harvard Medical School
Assistant Pathologist

Beth Israel Hospital

Medical Director

Estrogen Receptor Laboratory
Boston, Massachusetts

Teresa Moore D’Angelo, R.N., B.S.N.

Nursing Department
Clinical Center

National Institutes of Health
Bethesda, Maryland

Barbara F. Danoff, M.D.

Associate Professorof Radiation Therapy
University of Pennsylvania
Cancer Center and School of Medicine
Philadelphia, Pennsylvania

Marcella Del Vecchio, ph.D.
Statistician
National Cancer Institute
Milan, Italy

Ernest V. deMoss, M.D., M.P.H.

Senior Investigator, Surgery Branch
National Cancer Institute
Bethesda, Maryland

Jean Claude Durand, M.D.

Adjunct Surgeon
Department of Surgery
Institute Curie

Paris, France

Brenda K. Edwards, ph.D.

Biometric and Operations Research
Branch

National Cancer Institute

Bethesda, Maryland

Caldwell B. Esselstyn, Jr., M.D.
Department of General Surgery
Cleveland Clinic
Cleveland, Ohio

Peggie Ann Findlay, Mm.D.

Senior Investigator
Radiation Oncology Branch
National Cancer Institute
Bethesda, Maryland

Gilbert H. Fletcher, Mm.D.

Professor of Radiotherapy

Department of Radiotherapy

The University of Texas

M. D. Anderson Hospital and Tumor
Institute

Houston, Texas

). Fondarai, ph.D.
Department of Surgery
Marseilles Cancer Institute
Marseilles, France



M. F. Fontaine, M.D.
Radiation Oncologist
Radiation Department

Institute Gustave—Roussy
Villejuif, France

H. Stephen Gallager, Mm.D.
Pathologist and Professor of Pathology
The University of Texas
System Cancer Center

M.D. Anderson Hospital and Tumor
Institute

Houston, Texas

Naomi Lynn Gerber, M.D.
Rehabilitation Medicine Department
Clinical Center
National Institutes of Health
Bethesda, Maryland

John H. Glick, m.p.
Associate Professor of Medicine
School of Medicine
Deputy Director of Clinical Research
Cancer Center
University of Pennsylvania
Philadelphia, Pennsylvania

Ira S. Goldenberg, m.p.*
Professor of Surgery

Yale University School of Medicine
New Haven, Connecticut

M. Goldstein, m.D.
Beth Israel Hospital
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School
Boston, Massachusetts

Robert L. Goodman, m.p.
Professor and Chairman
Departments of Radiation Therapy
University of Pennsylvania
School of Medicine
Fox Chase Cancer Center
Philadelphia, Pennsylvania

* Deceased

Contributors

Catherine Rice Gorrell, R.N., M.S.N.
Clinical Nurse Specialist
Oncology Nursing Service
Clinical Center
National Institutes of Health
Bethesda, Maryland

Marco Greco, M.D.
Assistant, Division of Clinical Oncology
National Cancer Institute
Milan, Italy

Daniel G. Haller, m.D.
Assistant Professor of Medicine
University of Pennsylvania
School of Medicine
Philadelphia, Pennsylvania

Felix H. Harder, M.D.
Associate Professor of Surgery
Department of Surgery
University Hospital
Basel, Switzerland

Jay R. Harris, M.D.
Associate Director of Clinical Affairs
Joint Center for Radiation Therapy
Associate Professorof Radiation Therapy
Harvard Medical School
Boston, Massachusetts

John L. Hayward, M.B., ER.CS.

Director, Imperial Cancer Research Fund
Breast Cancer Unit

Guy’s Hospital

London, England

Samuel Hellman, m.p.
Physician-in-Chief
Memorial Hospital for Cancer and
Allied Diseases
Memorial Sloan-Kettering Cancer Center
New York, New York

vii



viii Contributors

Reinhard Hiinig, M.D.
Professor and Chairman,
Department of Radiation Oncology
University Hospital
Basel, Switzerland

William D. Kaplan, m.p.
Chief, Oncologic Nuclear Medicine
Sidney Farber Cancer Institute
Associate Professor of Radiology
Harvard Medical School
Boston, Massachusetts

John M. Kurtz, m.D.
Swedish Hospital Tumor Institute
Clinical Assistant Professor
Department of Radiation Oncology
University of Washington Medical
School
Seattle, Washington

R. Lange, M.D.
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School
Beth Israel Hospital
Boston, Massachusetts

Roberta Lawrence, M.P.H.
Department of Epidemiology and
Public Health
Yale Medical School
New Haven, Connecticut

Monique G. Lé, m.D.

Minister of Research

National Institute of Health and
Medical Research

Villejuif, France

Martin B. Levene, M.D.*
Deputy Director
Joint Center for Radiation Therapy
Associate Professor
Department of Radiation Therapy
Harvard Medical School
Boston, Massachusetts

* Deceased

Allen S. Lichter, m.D.

Radiation Oncology Branch
Clinical Oncology Program
Division of Cancer Treatment
National Center Institute
Bethesda, Maryland

Marc E. Lippman, Mm.D.
Head, Medical Breast Cancer Section
Medicine Branch

National Cancer Institute
Bethesda, Maryland

Alberto Luini, M.D.
Assistant, Surgical Oncology

National Cancer Institute
Milan, Italy

Eleanor D. Montague, M.D.

Professor of Radiotherapy

Divison of Radiotherapy

The University of Texas

M. D. Anderson Hospital and Tumor
Institute

Houston, Texas

Giuseppe Muscolino, M.D.

Assistant, Surgical Oncology
National Cancer Institute
Milan, Italy

Bernard Pierquin, M.D.

Professor of Carcinology

School of Medicine

Henri Modor University

Chief, Department of Radiotherapy
Henri Modor Hospital

Creteil, France

). C. Pietra, M.D.
Department of Radiotherapy
Marseilles Cancer Institute
Marseilles, France

Jacques Pierre Pilleron, m.p.

Member of the Surgery Academy
Associate Professor

School of Medicine

Chief, Department of Surgery
Institute Curie

Paris, France



J. F. Pollet, M.D.

Department of Surgery
Marseilles Cancer Institute
Marseilles, France

Leonard R. Prosnitz, M.D.
Professor and Chairman
Division of Radiation Oncology
Duke University Medical Center
Durham, North Carolina

Allesandro Rasponi, M.D.
Assistant Surgeon
National Cancer Institute
Milan, Italy

Cheryl M. Reichert, M.D., Ph.D.
Laboratory of Surgical Pathology
Clinical Center
National Institutes of Health
Bethesda, Maryland

Melvyn P. Richter, m.D.

Assistant Professor of Radiation Therapy

School of Medicine

Director, Department of Radiation Therapy

Fox Chase Cancer Center
University of Pennsylvania
Philadelphia, Pennsylvania

F. Robert, m.D.

Department of Radiotherapy
Marseilles Cancer Institute
Marseilles, France

Marvin M. Romsdahl, M.D., Ph.D.
Surgeon and Professor of Surgery
The University of Texas

System Cancer Center
Houston, Texas

Christopher M. Rose, M.D.

Assistant Professor of Radiation Therapy

Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Boston, Massachusetts

Steven A. Rosenberg, M.D., Ph.D.
Surgery Branch

National Cancer Institute
Bethesda, Maryland

Contributors

Jakob Roth, ph.D.

Department of Radiological Physics
University Hospital
Basel, Switzerland

R. Saccozzi, M.D.

National Cancer Institute
Milan, Italy

Francois Santamaria, M.D.
Head, Department of Radiotherapy
Marseilles Cancer Institute
Marseilles, France

Daniele Sarrazin, M.D.
Chief, Radiation Department
Institute Gustave—Roussy
Villejuif, France

Wendy S. Schain, ed.D.
Consultant to Rehabilitation Medicine
Department
Clinical Center
National Institutes of Health
Bethesda, Maryland

Sylvia R. Schell, m.p.

Assistant Radiotherapist

Assistant Professor of Radiotherapy

Division of Radiotherapy

The University of Texas

M.D. Anderson Hospital and Tumor
Institute

Houston, Texas

Pierre Schlienger, m.D.

Assistant Professor of Radiotherapy
Department of Radiotherapy
Institute Curie

Paris, France

L. Schnipper, mM.D.

Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Beth Israel Hospital

Boston, Massachusetts



X Contributors

Stuart ). Schnitt, m.D.

Department of Pathology
Beth Israel Hospital
Clinical Fellow in Pathology
Harvard Medical School
Boston, Massachusetts

Jean Seigle, m.D.
Assistant, Radiotherapy Department

Marseilles Cancer Institute
Marseilles, France

Robert L. Siddon, ph.D.

Assistant Professor in Radiation Therapy
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Boston, Massachusetts

William Silen, m.D.

Johnson and Johnson Professor of Surgery
Harvard Medical School
Surgeon-in-Chief

Beth Israel Hospital

Boston, Massachusetts

J. M. Spitalier, M.D.

Professor of Oncology
Head, Surgery Department
Marseilles Cancer Institute
Marseilles, France

Goran K. Svensson, Ph.D.

Associate Professor of Radiation Therapy
Joint Center for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Boston, Massachusetts

S. Tishler, m.D.

Joint Cancer for Radiation Therapy
Department of Radiation Therapy
Harvard Medical School

Beth Israel Hospital

Boston, Massachusetts

Glenn L. Tonnesen, M.D.
Department of Radiation-Oncology
Fairfax Hospital
Falls Church, Virginia

J. Torhorst, M.D.

Professor of Pathology
Department of Pathology
University Hospital
Basel, Switzerland

Pinuccia Valagussa, B.s.

National Cancer Institute
Milan, Italy

Umberto Veronesi, M.D.
Director General

National Cancer Institute
Milan, Italy

Jacques Robert Vilcoq, M.D.
Head, Department of Radiotherapy
Institute Curie
Paris, France

Eike Walther, m.D.

Department of Radiation Orncology
University Hospital
Basel, Switzerland

Clare Weiler, m.D.
Department of Medicine
Cancer Center and School of Medicine
University of Pennsylvania
Philadelphia, Pennsylvania

Ze’ev Weshler, M.D.

Senior Lecturer

Department of Radiation and Clinical
Oncology

Hebrew University

Hadassah Medical Center

Jerusalem, Israel

Leslie Wise, M.D.
Professor of Surgery
State University of New York
Stony Brook, New York
Chairman, Department of Surgery

Long Island Jewish-Hillside Medical Center

New Hyde Park, New York

Roberto Zucali, M.D.

Assistant Professor
Department of Radiotherapy
National Cancer Institute
Milan, Italy



Preface

Cancer of the female breast is newly diagnosed in about 100,000 women
annually in the United States alone. The incidence has steadily increased
each year since 1966, before which it had remained stable for about 30
years. Until about 1970, the majority of patients with breast cancer in
the United States underwent classical radical mastectomy, popularized
by Halsted in 1894 and considered by many to be the standard against
which all other therapies are to be judged.!’ 2 Despite the position oc-
cupied by radical mastectomy, European physicians had begun to explore
the feasibility of less mutilating treatments as early as the 1940s. Until
very recently, however, most American physicians were unwilling to
discard radical mastectomy, primarily because it fulfilled the tenets of
good cancer surgery by encompassing the local lesion widely and by
removal of the lymph nodes in the axilla, which were thought to be the
first line of defense against widespread dissemination of the disease.
Many factors have led to the recent re-examination of the place of
radical operations in the treatment of this common defense. First was
the realization that the mortality rate from breast cancer has remained
remarkably stable since 1949 despite the prevalence of radical mastec-
tomy as the treatment most often used in women with breast cancer.?
In addition, it became apparent that whatever the treatment, close to
80% of all women with breast cancer ultimately die of or with the
disease.* The realization that the excellent results achieved by radical
mastectomy had in many respects been accomplished by an extremely
refined process of selection of cases also focused attention on the roughly
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40% of unfortunate patients who had “inoperable’” disease.> The out-
comes of many prospective well-controlled trials in recent years have
challenged the supremacy of radical mastectomy and have indicated that
even simple mastectomy when combined with adequate radiotherapy is
at least the equal of the more mutilating procedure.¢ In addition, the
failure of more extensive surgical therapy including resection of the
internal mammary lymph nodes to improve the results of radical mas-
tectomy alone has dampened enthusiasm for the radical surgery ap-
proach.”

Simultaneously, a better understanding of the biology of breast can-
cer has focused attention on the fact that breast cancer is frequently
disseminated systematically, even at the time of initial diagnosis. It has
become apparent that the axillary lymph nodes are frequently not the
excellent first line of defense they were once thought to be and that
involvement of these nodes may be mainly a prognostic indicator of the
response of the host of the disease. In addition, it is clear that there may
not be an orderly progression of breast cancer from primary site to axil-
lary nodes to systemic spread; thus, an evaluation of various therapies
in terms of adequacy and regional control has received increasing atten-
tion. The demonstration that adjuvant systemic therapy has significantly
improved survival is consonant with the hypothesis that the heretofore
neglected systemic dissemination is an important determinant of the
ultimate poor outcome in a large proportion of patients with breast
cancer.8 ?

There has been a continued but limited experience with radiation
either alone or in combination with conservative surgery during this
period. With a re-evaluation of our concepts of breast cancer, procedures
using modern radiation therapy techniques are receiving increasing at-
tention. We felt it would be useful to call together many of the investi-
gators from the United States and Europe to review the current status of
procedures designed to minimize mutilation at the same time that ade-
quate local control and ultimate outcomes are not mitigated. It was our
goal also to improve understanding, standardize terminology, and reach
consensus on these new horizons in the treatment of breast cancer.

The meeting was held in Boston, May 20 to 22, 1982; 30 investigators
participated. Formal papers were presented in eight sessions. At the end
of each session there was a discussion and an attempt to develop a
consensus as to the current state of the art. This book includes each of
these presentations, editorially modified when appropriate, and grouped
as presented in the sessions. The editors have then used their notes, tape
recordings of the discussions, and a reconsideration of the manuscripts
to provide discussions and consensus when the latter is possible. A final
review of the agreed upon state of the art is presented at the end. The
papers represent the views of the various participants and are authored
by them. While we have attempted to present the ““sense’’ of the meeting,
the editors accept full responsibility for the summaries and attempts at
consensus.
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