IPROGRES SN
CLINIGAL emnel
BIOLOGICAL RESEARCIH
VOLUME 182~

13th International Cancer
Congress, Part A

CURRENT
PERSPECTIVES
IN CANCER

EDITORS: Edwin A. Mirand
William B. Hutchinson
Enrico Mihich

AN R, LISS, INC.,, NEW YORK
m - ,




13th International
Cancer Congress, Part A

CURRENT PERSPECTIVES
IN CANCER

Proceedings of the 13th International Cancer Congress
September 8-15, 1982
Seattle, Washington

Editors
Edwin A. Mirand

Roswell Park Memorial Institute
Buffalo, New York

William B. Hutchinson
Fred Hutchinson Cancer Research Center
Seattle, Washington

Enrico Mihich
Roswell Park Memorial Institute
Buffalo, New York

ALAN R. LISS, INC. * NEW YORK



Address all Inquiries to the Publisher
Alan R. Liss, Inc., 150 Fifth Avenue, New York, NY 10011

Copyright © 1983 Alan R. Liss, Inc.

Printed in the United States of America.

Under the conditions stated below the owner of copyright for this book hereby grants permis-
sion to users to make photocopy reproductions of any part or all of its contents for personal or
internal organizational use, or for personal or internal use of specific clients. This consent is
given on the condition that the copier pay the stated per-copy fee through the Copyright Clear-
ance Center, Incorporated, 21 Congress Street, Salem, MA 01970, as listed in the most cur-
rent issue of “‘Permissions to Photocopy” (Publisher’s Fee List, distributed by CCC, Inc.), for
copying beyond that permitted by sections 107 or 108 of the US Copyright Law. This consent
does not extend to other kinds of copying, such as copying for general distribution, for adver-
tising or promotional purposes, for creating new collective works, or for resale.

Library of Congress Cataloging in Publication Data

International Cancer Congress (13th : 1982 : Seattle,
Wash.)
13th International Cancer Congress.

(Progress in clinical and biological research ; 132)
Includes bibliographies and indexes.
Contents: pt. A. Current perspectives in cancer —-
pt. B. Biology of cancer (1) -- pt. C. Biology of
cancer (2) - pt. D. Research and treatment - pt. E.
Cancer management.
1. Cancer—Congresses. |. Mirand, Edwin A.,
1926- . Il. Hutchinson, William B. Ill. Mihich,
Enrico. IV. Title. V. Title: Thirteenth International
Cancer Congress. VI. Series. [DNLM: 1. Medical
oncology--Congresses. W1 PRE668E v.132 / QZ 200 1604
1982z]
RC261.A2156 1982a 616.99'4 83-48399
ISBN 0-8451-0132-3 (set)
ISBN 0-8451-0174-9 (pt. A)



PROGRESS IN CLINICAL AND BIOLOGICAL RESEARCH

Series Editors
Nathan Back
George J. Brewer
Vincent P. Eijsvoogel
Robert Grover

1983 TITLES

Vol 115: Prevention of Hereditary Large
Bowel Cancer, John R.F. Ingall, Anthony J.
Mastromarino, Editors

Vol 116: New Concepts in Thyroid Disease,
Roberto J. Soto, Gerardo Sartorio, Ismael de
Forteza, Editors

Vol 117: Reproductive Toxicology, Donald
R. Mattison, Editor

Vol 118: Growth and Trophic Factors, J.
Regino Perez-Polo, Jean de Vellis, Bernard
Haber, Editors

Vol 119: Oncogenes and Retroviruses:
Evaluation of Basic Findings and Clinical
Potential, Timothy E. O’Connor, Frank J.
Rauscher, Jr., Editors

Vol 120: Advances in Cancer Control: Re-
search and Development, Paul F. Engs-
trom, Paul N. Anderson, Lee E. Mortenson,
Editors

Vol 121: Progress in Cancer Control lll: A
Regional Approach, Curtis Mettlin, Gerald
P. Murphy, Editors

Vol 122: Advances in Blood Substitute Re-
search, Robert B. Bolin, Robert P. Geyer,
George Nemo, Editors

Vol 123: California Serogroup Viruses,
Charles H. Calisher, Wayne H. Thompson,
Editors

Vol 124: Epilepsy: An Update on Research
and Therapy, Giuseppe Nistico, Raoul Di
Perri, H. Meinardi, Editors

Kurt Hirschhorn
Seymour S. Kety
Sidney Udenfriend
Jonathan W. Uhr

Vol 125: Sulfur Amino Acids: Biochemical
and Clinical Aspects, Kinya Kuriyama,
Ryan J. Huxtable, and Heitaroh lwata, Edi-
tors

Vol 126: Membrane Biophysics ll: Physical
Methods in the Study of Epithelia, Mumtaz
A. Dinno, Arthur B, Callahan, Thomas C.
Rozzell, Editors

Vol 127:.Orphan Drugs and Orphan Dis-
eases: Clinical Realities and Public Policy,
George J. Brewer, Editor

Vol 128: Research Ethics, K&re Berg, Knut
Erik Trangy, Editors

Vol 129: Zinc Deficiency in Human Sub-
jects, Ananda S. Prasad, Ayhan O. Cavdar,
George J. Brewer, Peter J. Aggett, Editors

Vol 130: Progress in Cancer Control IV:
Research in the Cancer Center, Curtis
Mettlin and Gerald P. Murphy, Editors

Vol 131: Ethopharmacology: Primate
Models of Neuropsychiatric Disorders,
Klaus A. Miczek, Editor

Vol 132: 13th International Cancer Con-
gress, Edwin A. Mirand, William B. Hutchin-
son, and Enrico Mihich, Editors. Published in
5 Volumes: Part A: Current Perspectives in
Cancer. Part B: Biology of Cancer (1). Part
C: Biology of Cancer (2). Part D: Research
and Treatment. Part E: Cancer Manage-
ment

Vol 133: Non-HLA Antigens in Health, Ag-
ing, and Malignancy, Elias Cohen and
Dharam P. Singal, Editors

Please see pages following the index for previous titles in this series



13th International
Cancer Congress, Part A

CURRENT PERSPECTIVES IN
CANCER



Contributors

Vincent T. DeVita, Jr., National Cancer Institute, Bethesda, MD [47]

Harold O. Douglass, Jr., Department of Surgical Oncology, Roswell Park
Memorial Institute, Buffalo, NY [31]

Edwin A. Mirand, Roswell Park Memorial Institute, Buffalo, NY [145]

C.S. Muir, Descriptive Epidemiology Unit, International Agency for Research
on Cancer, Lyon Cedex, France [71]

Gerald P. Murphy, Roswell Park Memorial Institute,
Buffalo, NY [3]

Leo Sachs, Department of Genetics, Weizmann Institute of Science,
Rehovot, Israel [141]

Maurice Tubiana, Institut Gustave-Roussy, Villejuif, France [107]

E. Donnall Thomas, University of Washington School of Medicine, Fred
Hutchinson Cancer Research Center, Seattle, WA [133]

Francis J. Wilcox, American Cancer Society, Eau Claire, WI [25]

The number in brackets is the opening page number of the contributor’s article.



Foreword

The papers presented in the Plenary Lectures and the Congress Symposia
at the 13th International Cancer Congress, September 8-15, 1982, Seattle,
Washington, are included in these volumes. The United States was the official
host of the Congress, which was held under the auspices of the International
Union Against Cancer (UICC), and the Fred Hutchinson Cancer Research
Center, Seattle, Washington was the host institution.

Dr. William B. Hutchinson of the Fred Hutchinson Cancer Research
Center was the Congress President and Dr. Edwin A. Mirand of Roswell
Park Memorial Institute, Buffalo, New York, was the Secretary-General.

The scientific program of the Congress contained over 4,000 presenta-
tions. The National Program Committee, chaired by Dr. Enrico Mihich of
Roswell Park Memorial Institute, felt that it would be appropriate to include
only the papers from the Plenary Lectures and the Congress Symposia to
keep the number of volumes at a reasonable level. These papers are presented
in five volumes.

Volume A — Final Report of the Secretary-General that includes the
organizational details of the scientific program

— Plenary Lectures

Volumes B & C — Basic science topics in oncology

Volumes D & E — Clinical oncology topics

Since it would be impossible to cover all the areas of oncology presented
at the Congress, by presenting the plenary and symposia sessions, we at-
tempted to select the most rapidly advancing and promising areas of clinical
and basic research. A good index of the growth in the field of oncology can
be obtained by comparing the publications of this meeting with the last cancer
congress publications (12th International Cancer Congress) held in Buenos
Aires from October 5-10, 1978.

Looking over the topics covered herein, one can only marvel at the
tremendous rate of progress and the increase in interest in oncology in the
past four years. This reflects the developments in molecular biology as it
relates to cancer viral and chemical carcinogenesis, in the design and evalu-
ation of clinical trials, biological response modifiers, cancer nursing, psycho-
social aspects of cancer, etc.

xi



xii / Foreword

On behalf of the Congress officers, we wish to express our gratitude to
the National Program Committee and to all the scientists, physicians, den-
tists, nurses, and other participants engaged in oncology who attended this
Congress and who made it a success. I am sure that both the scientific and
social interchange which was experienced at the Seattle meeting will have a
positive, lasting effect on our lives. We hope to see you at the 14th Interna-
tional Cancer Congress to be held in Budapest, Hungary in 1986 to further
the scientific and social interaction.

The editors are deeply indebted to all the authors for their outstanding
contributions to these volumes.

We wish to express thanks and appreciation to Catherine O’Leary, Lisa
Barone, Linda Beverage, Kevin Craig, Ann M. Gannon, Ramon Melendez,
Amy Mirand and Lucy Mirand, all of whom aided in various ways in the
preparation of these volumes.

Finally, we wish to acknowledge the support of the National Cancer
Institute, American Cancer Society, Pacific Northwest Regional Commission
for their generous support of the 13th International Cancer Congress.

Edwin A. Mirand



Preface to Part A

All efforts to control cancer are defined and underscored by the unique
coalescence of research, treatment, and educational activities, and are gauged
by the impact these activities ultimately have on patient survival and quality
of life. New and evolving information about cancer — generated both in and
from laboratory and clinical settings — has virtually erased the vestigial
“unidisciplinary” approach to the disease. Today’s efforts to control cancer
integrate extensive basic research, the vanguard of all clinical practice;
treatment strategies and modalities that have been developed, tested, and
implemented through multidisciplinary collaboration; and educational activi-
ties designed to promote professional and public awareness of the disease.

This volume of plenary lectures contains a plethora of cancer information,
brought together under the aegis of disease management and cancer control.
Topics deal with such timely issues and controversies as the recent trends in
cancer treatment, the historical relevance of cancer epidemiology, the ration-
ale for creating specific oncologic disciplines, and the role biology plays in
the understanding of malignancy. Central to this volume is the emphasis on
collaboration, both within and across institutions, disciplines, and nations.

Edwin A. Mirand
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THE ROLE OF NATIONAL EFFORTS IN DEVELOPING COORDINATED
PROGRAMS ON INTERNATIONAL ONCOLOGY

Gerald P. Murphy, M.D., D.Sc.

Institute Director
Roswell Park Memorial Institute
Buffalo, N.Y. 14263

The need to coordinate programs aimed at the cure and
control of cancer is undeniable., Disparities between poten-
tial and actual control of cancer can on occasion be disap-
pointing. Ironically, eras of rapid advance in the number
and scope of activities relevant to cancer control actually
may experience initially a frustrating increase in these
disparities. Specialization of interest in cancer by affilia-
tion with a particular research discipline or service ap-
proach may sometimes lead to gaps, duplication, disjointed
efforts, or failure to pursue basic insights through to
clinical application. The coordination of cancer research
and service, therefore, is a critical consideration in the
development of effective efforts to control cancer.

The term "Renaissance man'" confirms the existence and
the passing of an age when gifted individuals could be ex-
pected independently to remain conversant and effective in
all fields of knowledge. While it probably remains true that
individual creativity and initiative are the key ingredients
in the advance of scientific knowledge, it also consistently
is true that the most significant individual findings now
typically arise through the integration of several existing
disciplines or techniques. The nineteenth century develop-
ment of research specialties shifted the locus of coordinated
efforts from the individual laboratory or clinic to the uni-
versity medical school or research centers. Despite the
natural individual preference for independence and self-
sufficiency coupled with the widely voiced abhorrence of
bureaucracies necessitating external accountability, colla-
borative dependencies, committee meetings, etc., still the
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observed abundance of voluntary associations and functional
networks strikingly demonstrates an inherent impetus toward
efforts to develop coordinated oncology programs.

The diversity in size, scope, and approach of specific
associations reflects adaptation to local attributes and prece-
dents, but the variety also reinforces the underlying obser-
vation that collaboration is universally inevitable when crea-
tive, effective individuals seek to achieve broader goals.

The turn of the twentieth century marked the transition
from research with relevance for cancer to research targeted
upon cancer, as exemplified in the establishment in 1898 of
my own institution, Roswell Park Memorial Institute, as the
first governmental support for a dedicated clinical cancer
research unit. The early twentieth century also provided the
first inter-institutional integration of researchers interested
in cancer. That period saw the forerunners of the current major
approaches to the coordination of research efforts, such as
the following:

Forerunners of Current
Major Approaches to Coordination

PROFESSIONAL SOCIETIES:
American Association for Cancer Research (1907)
Japanese Pathological Society (1905)

JOURNALS :
Revue des Maladies Cancereuses (1896)
Zeitschrift fur Krebsforschung (1904)
Bulletin du Cancer (1911)
Journal of Cancer Research (1916)
Gann (1907)

INTERNATIONAL CONGRESSES: Heidelberg (1906)

Madrid (1933)

PUBLIC VOLUNTARY AGENCIES:
American Society for the Control of Cancer (1913)
Japanese Association for Cancer Research (1915)

Today the complexities of research and new cancer con-
trol strategies may exceed the capabilities of individual
local institutions or individuals. Scientific researchers
must stay abreast of relevant reports which cross the tradi-
tional disciplines of biology, chemistry, physics, etc. In-
vestigators involved in, for example, i& vitro studies must
achieve further development of their research leads through
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collaboration with researchers involved in animal model sys-
tems and clinical trials. Clinical researchers must coordinate
a team which can incorporate into patient studies the diverse
contributions of surgery, chemotherapy, radiation therapy,
immunology, and'supportive care. Reliance upon community
medical practitioners, with their particular knowledge of
the individual patient and the local setting, for delivery
of care requires a concerted effort to disseminate results
and promote application of the latest cancer knowledge, In
short, coordination is essential to enhance the cumulative
impact of individual cancer research and control activities.

INTERNATIONAL ONCOLOGY

Given then the need for coordinated cancer programs,

at what level should this integration occur? Certainly the
desire to cure and control cancer is worldwide, and many as-
pects of oncology are appropriately addressed at an inter-
national level. The credibility of the term "international
oncology" is evident in the responsibilities and services of
the International Union Against Cancer (UICC). In general,
these international responsibilities include:

1) fostering collaborative research

2) enhancing the training of personnel

3) coordinating services

4) disseminating information

5) assisting local and regional initiatives

Several references to specific UICC projects can illustrate
the realm of international oncology. The most immediately
apparent example is this International Cancer Congress,
which provides a worldwide forum to exchange ideas and com—
municate results on cancer research, therapy, control and
prevention.

The recently published UICC International Directory of
Specialized Cancer Research and Treatment Establishments
compiles a synopsis of the organization, resources, and activ-
ities of cancer centers throughout the world. The UICC Com-
mittee on International Collaborative Activities (CICA) also
has been instrumental in initiation of an International Cancer
Patient Data Exchange System, a patient registration network
facilitating information sharing between European and American
cancer centers. In collaboration with the National Cancer
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Institute of the United States (NCI), an international compu=-
terized reference service, the International Cancer Research
Data Bank (ICRDB) has been maintained since 1974, The ICRDB
data base incorporates information on:

1) recently published literature (CANCERLIT)
2) current projects (CANCERPROJ)
3) current protocol studies (CANCERPROT)

and is accessible through the on-line capabilities of CANCER-
LINE., The system provides the basis for the Directory of
Cancer Research Information Resources and specialized reports
(Cancergrams) of abstracts of recently published articles in
a particular field which have appeared in the more than 3000
journals monitored.

In addition, International Scientist to Scientist Com-
munication has represented a major UICC objective. The In-
ternational Cancer Research Technology Transfer Program
(ICRETT) has provided to date over 600 awards since 1975 sup-
porting researchers for travel, study and work at foreign
centers.

As in most collaborative endeavors, the variety of
activities to be integrated and the diverse skills of multi-
institutional agencies usually means that coordination will
not equate with absolute centralization of responsibilities.
In the field of international oncology, the UICC has shared
the role of integrating worldwide endeavors with the World
Health Organization (WHO) and the International Agency for
Cancer Research (IARC) in Lyon, France. These agencies and
their programs demonstrate the international scope of efforts
to promote the cure and control of cancer.

THE ROLE OF NATIONAL EFFORTS

While the term "international oncology" reflects the
fact that ultimately collaboration on cancer research and
service should be integrated at the international level, the
driving forces that stimulate and foster activities through-
out the world must be closer and more responsive to the
local setting and its specific individuals and institutions.
One could draw an analogy with industry.

Each of the international cancer associations has en-
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couraged the formation of regional groups that promote co-
operation aimed at the priorities of specific sectors of the
world. The UICC has assisted the establishment of affiliations
such as:

Regional Associations of Cancer Institutes

European Organization for Research on Treatment of Cancer
Organization of European Cancer Institutes

Scandinavian Cancer Union

Latin American Association of Cancer Institutes
Federation of Middle Eastern Cancer Organizations

Asian Federation of Organizations for Cancer Research and
Control

@ COMECON

One of the older regional associations, EORTC, has evolved
into an extensive network of institutions in 13 countries
conducting nearly 100 clinical trials and publishes the
European Journal of Cancer & Clinical Oncology in collabo-
ration with the European Association for Cancer Research.
Roswell Park is one of 10 U.S. centers joining 12 Latin
American centers in a Collaborative Cancer Treatment Program
of the Pan-American Health Organization and NCI, with studies
addressing hematological malignancies, osteosarcomas, and ad-
vanced breast, gastric, and head and neck tumors.

NCI-PAHO Collaborative Cancer
Treatment Research Program

Argentina:
Grupo Argentino de Tratamiento (GATLA), Academia Nacional
de Medicina
Grupo Argentino de Tratamiento de los Tumores Solidos
(GATTS) , Universidad del Salvador
Instituto "Angel H. Roffo"

Brazil:
Fundacao A. C. Camargo
Instituto Nacional de Cancer

Chile:
Universidad Catolica de Chile
Hospital Luis Calvo Mackenna



