Genitourinary Cancer

DONALD G. SKINNER, M.D:
JEAN B. deKERNION, M.D.

: ;;"i
4 :(' " "{2




Genitourinary Cancer

DONALD G. SKINNER, M.D.

Associate Professor of Surgery and Urology,
University of California School of Medicine,
Los Angeles, California

JEAN B. deKERNION, M.D.

Assistant Professor of Surgery and Urology,
University of California School of Medicine,
Los Angeles, California

- W. B. SAUNDERS COMPANY * Philadelphia ¢ London * Toronto



W. B. Saunders Company: West Washington Square
Philadelphia, PA 19105

1 St. Anne’s Road

Eastbourne, East Sussex BN21 3UN, England

1 Coldthérne Avenue
Toronto, Ontario M8Z 5T9, Canada

Library of Congress Cataloging in Publication Data

Main entry under title:

Genitourinary cancer.

1. Genito-urinary organs—Cancér.- 1. Skinnér, Donald G.
II. deKernion, Jean B., 1940- [DNLM: 1. Urogenital
neoplasms. WJ160 S628g] '

RC280.G4G47 616.9'94'6 ~77-84690
ISBN 0-7216-8340-1 " ‘

Genitourinary Cancer ' ISBN 0-7216-8340-1

© 1978 by W. B. Saunders Company. Copyright under the International Copyright Union. All
rights reserved. This book is protected by copyright. No part of it may be reproduced, stored in a
retrieval system, or transmitted in any form or by any means, electronic, mechanical, photocopying,
recording, or otherwise, without written permission from the publisher. Made in the United
States of America. Press of W. B. Saunders Company. Library of Congress catalog card number
77-84690. i » ; '

Last digit is the print number: 9 8 7 6 5 4~ 3 2



Contributors -

MALCOLM A. BAGSHAW, M.D.

Professor and Chairman, Department of Radiology, Stanford University
School of Medicine, Stanford, California

C. EUGENE CARLTON, JR., M.D.

Professor and Head, Division of Urology, Baylor College of Medicine,
Houston, Texas / {

H. WiLLIAM CLATWORTHY, JR., M.D.

Professor of Surgery, Division of Pediatric Surgery, Ohio State University
College of Medicine; Active Staff, Department of Pediatric Surgery, Children’s
Hospital; Attending Staff, University Hospital, Columbus, Ohio

 ROBERT B. CoLvIN, M.D.

Assistant in Pathology, Massachusetts General Hospital; Assistant Professor
of Pathology, Harvard Medical School, Boston, Massachusetts

JEAN B. DEKERNION, M.D.

Assistant Professor of Surgery and Urology, University of California School of :
Medicine, Los Angeles; Assistant Chief of Urology, Sepulveda Veterans Ad-
ministration Hospital,'Sepulveda; Attending Physician, Los Angeles County
Harbor General Hospital, Torrance, California ' :

JaMmES H. DEWEERD, M.D., M..S.

Professor of Urology, Mayo Medical School; Consultant, Department of
Urology, Mayo Clinic and Mayo Foundation,‘Rochester, Minnesota .

G. RICHARD DICKERSIN, M.D.

Associate Pathologist, Massachusetts General Hospital; Assistant Professor
of Pathology,‘ Harvard Medical School, Boston, Massachusetts

ELWIN E. FRALEY, M.D.

Professor and Chairman, Department of Urologic Surgery, University of
- Minnesota Medical School, Minneapolis, Minnesota

iii



iv

CONTRIBUTORS

NATHAN B. FRIEDMAN, M.D.

" Clinical Professor of Pathology, University of Southern California; Senior

Consultant, Cedars-Sinai Medical Center; Consultant, Los Angeles County-
University of Southern California Medical Center, Los Angeles, California

JaMmEs F. GLENN, M.D.

Professor of Urology, Duke University School of Medicine, Chief of Urol-
ogy, Duke University Medical Center, Durham, North Carolina

HARRY GRABSTALD, M.D.

Attending Surgeon, Urology Se;vice, Memorial Sloan-Kettering Cancer
Center, New York, New York .

TERRY W. HENSLE, M.D.

Assistant Professor of Clinical Urology, College of Physicians and Surgeons of
Columbia University; Director, Pediatric Urology, Babies Hospital, Columbia-
Presbyterian Medical Center, New York, New York - -

SAID A. KArMI, M.D.

Assistant Professor of Urology, University of Maryland School of Medicine;
Urologist, University of Maryland Hospital, Baltimore, Maryland

JosEPH J. KAUFMAN, M.D.

Professor of Surgery/Urology and Chief of Urology, University of California
School of Medicine, Los Angeles; Consultant, Wadsworth Veterans Admin-
istration Hospital, Los Angeles; Consultant, Sepulveda Veterans Administration
Hospital, Sepulveda; Consultant, Harbor General Hospital, Torrance, California

ERICH K. LANG, M.D.

Professor and"Head, Department of Radiology, Louisiana State University
Medical Center and Tulane School of Medicine, New Orleans, Louisiana

LuciaN L. LEAPE, M.D.

Professor of Surgery, Tufts University School of Medicine; Chief of Pediatric
Surgery, Boston Floating Hospital, Boston, Massachusetts

DaviD L. MCCULLOUGH, M.D.

Professor of Surgery and Urology, University of South Alabama College of
Medicine and University of South Alabama Medical Center, Mobile, Alabama

L. J. MICHAEL MoTT, M.D.

Assistant Professor of Pathology, University of California School of Medicine;
Chi(z_f Resident in Pathology, University of California Hospital, Los Angeles,
California

BALFOUR M. MOUNT, M.D.

Associate Professor of Surgery, McGill University; Director, Palliative Care
Service, Royal Victoria Hospital, Montreal, Quebec, Canada -

GERALD P. MURPHY, M.D., D.Sc.

Professor of Surgery and Research Professor of Experimental Pathology,
Graduate School, State University of New York at Buffalo; Institute Director,
Roswell Park Memorial Institute, Buffalo, New York



CONTRIBUTORS v

‘DAVID F. PAULSON, M.D.

Professor " of Urologic Surgery, Duke University Medical Center; Chief,
Urology Service, Durham Veterans Administration Hospital, Durham, North
Carolina :

LESTER PERSKY, M.D.

Professor of Urology, Case Western Reserve Univer.sity; Chief of Urology,
University Hospitals of Cleveland, Cleveland, Ohio

JEROME P. RICHIE, M.D.

Assistant Professor of Urology, Harvard Medical School; Chief of Urologic
Oncology, Division of Urology, Peter Bent Brigham Hospital; Consultant,
Sidney Farber Cancer Center, Boston, Massachusetts

NICHOLAS 'A. Romas, M.D.

. Assistant Professor of Clinical Urology, College of Physicians and Surgeons
of Columbia University; Assistant Attending Urologist, Columbia Pres-
byterian Medical Center, New York, New York

GREGORY SARNA, M.D.

Assistant Professor of Medicine, University of California School of Medi-
cine, Los Angeles, California

DONALD G. SKINNER, M.D,

Associate Professor of Surgery and Urology, University of California School of
Medicine; Attending Surgeon, Los Angeles County Harbor General Hospital;
Attending Surgeon, Wadsworth Veterans Administration Hospital, Los
Angeles; Attending Surgeon, Sepulveda Veterans Administration Hospital,
Sepulveda, California ’

JoHN P. SMITH, M.D.

Clinical Assistant Professor of Surgery, Division of Urology, Department of
Surgery, Ohio State University College of Medicine; Chief, Division of .

Urology, Children’s Hospital; Attending Staff, *University Hospital,
Columbus, Ohio :

ROBERT B. SmiTH, M.D.

Associate Professor of Surgery and Urology, and Co-chief, Renal Transplant
. Service, University of- California School of Medicine; Chief of Urology,
Wadswotth Veterans Administration Hospital, Los Angeles; Attending Surgeon,
Los Angeles County Harbor General Hospital, Torrance, California

BRUCE H. STEWART, M.D.
Departme.nt of Urology, Cleveland Clinic Foundation, Cleveland, Ohio
]ERBY W. SuLLIvAN, M.D. .

Assistant Professor of Urology, Louisiana State University School of Medi-
cine, New Orleans, Louisiana f

MYRON TANNENBAUM, M.D., Ph.D.

Associate Professor of Pathology, College of Physicians and Surgeons of

Columbia University; Associate Attending in Pathology, Columbia Presby-
terian Medical Center, New York, New York :



vi

CONTRIBUTORS

Davip C. Utz, M.D., M.S. '

Professor of Urology, Mayo Medical School; Chairman, Department of
Urology, Mayo Clinic and Mayo Foundation, Rochester, Minnesota

JERRY WAISMAN, M.D.

Professor of Pathology, University of California School of Medicine; At-
tending Physician, University of California Hospital, Los Angeles, California

ALAN.YAGODA‘, M.D.

Assistant Attending Physician, Solid Tumor Service, Department of Medi-
cine, Memorial Sloan-Kettering Cancer Center, New York, New York

*JoHN D. YOUNG, JRr., M.D.

" Professor of Urology, University of Maryland School of Medicine; Head,
Division of Urology, University of Maryland Hospital, Baltimore, Maryland



Foreword

. Urology and urologists have shared in the veritable explosion of
scientific knowledge and technology that has occurred in the past thirty
years. Included in this expansion have been the progressive develop-
ment of chemotherapy and radiation therapy and at least the promise of
immunotherapy as variously useful modalities in the management of
patients' with cancer. Demonstrations of the relevance of such therapies~.
to the optimal treatment of patients with different urologic neoplasms * .
are already sufficient to establish that surgical measures provide only
a part of the optimal management of a number of such problems.
Urologic neoplasms, accounting for almost 20 per cent of the deaths
from cancer in males and almost 4 per cent of those in females, have be-
come increasingly important. This prominence exists in part because an
increasing life expectancy permits an ever increasjng proportion of the
population to reach the higher risk age groups (that is, since medical
progress is providing better solutions to problems posed by many of the
other diseases), and in part because of an apparently increasing in-
cidence of some urologic cancers. These considerations have, in sum,
brought the urologist face to face with a steadily increasing body of
pertinent knowledge on subjects of equally increasing importance.

Although the organ site of origin of these oncologic problems is
within the traditional domain of the urologist, it is clear that a single
modality oriented approach to therapy—surgery ' versus irradiation
versus chemotherapy versus immunotherapy—is outmoded. Of the
various possible treatment modalities, surgery and irradiation are best
suited for the local or regional control of neoplasms, whereas. chemo-
therapy and immunotherapy are better adapted to the control of sys-
tenric dissemination. Advances in the knowledge of the natural history
of various neoplasms and of the reasons for treatment failure clearly
emphasize the importance of both local and systemic control.

A book such as this is a natural evolutionary response to these con-
siderations; an attempt to bring the various components of medical
information covering an important and special group of related prob-
lems into focus in a single volume. Although the subject matter of uro-
logic oncology has been variously dealt with in volumes on bladder
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FOREWORD :
tumors, kidney tumors, testicular tumors, etc., us well as in texts de-
voted to surgery, irradiation, or chemotherapy, this book represents a
first venture in addressing the clinical problems of urologic oncology in
a single comprehensive and authoritative volume. It may be anticipated
to have relevance for any and all physicians concerned with the diag-
nosis and treatment of urologic neoplasms.

WiILLET F. WHITMORE, JR., M.D.
Memorial Sloan-Kettering Cancer Center



Preface

Malignant tumors of the genitourinary tract are a major cause of
death in the United States, yet only in recent years has interest in the
prevention, diagnosis, and treatment of these tumors reached a level
commensurate with their medical and economic importance. Urologists
are first and foremost surgeons, and surgery remains the mainstay of
therapy for urologic neoplasms. Refinement in surgical technique con-
tinues to improve survival, but the greatest potential for more gffective
management of these tumors is in the area of adjuvant therapy. Radi-
ation therapy has occupied an increasingly important role as an ad-
Juvant to surgery and has secured a prominent place in the primary
treatment of prostatic cancer. The use of intensive chemotherapy (and
in some instances, radiotherapy) in support of surgery has resulted in
dramatic improvements in survival for patients with Wilms® tumors,
germinal tumors of the testis, and pelvic sarcomas. Recognition of the
importance of host immunity in malignant disease has stimulated the
current clinical trials of immunotherapy in the treatment of malignant
urologic tumors.

However, as innovative adjuvant therapy has developed, whether
it be new anti-cancer drugs or drug combinations, immunotherapy, or
the use of radioisotope implantation techniques, the problem ‘of ac-
quiring, storing, and retrieving the relevant information for clinical use
has -grown enormously. Faced with this rapidly expanding complex
body of information, urologists and oncologists must seek out and
synthesize data from multiple sources when faced with a patient with a
malignant genitourinary tumor. It is our purpose to present the spec-
trum of urologic oncology and to focus upon the proven therapeutic
modalities, as well as the most prominent controversies regarding
therapy, where such specific controversies occur.

This text is intended to provide a reference for urologists, on-
cologists, and, indeed, all practitioners of medicine who deal with prob-
lems in urologic cancer. The book attempts to update the methods of
diagnosis and to provide a synthesis of currently available data on the
results of therapy. Since no individual can be thoroughly familiar with

~every aspect of urologic oncology, recognized authorities in various
ix



PREFACE

phases of urologic oncology have contributed their knowledge, per-
sonal experience, and skill to produce this volume. Timeliness is the
most important ingredient of this text, and each author has incorporated
his own recent experience with the latest available results of diagnostic
- and therapeutic methods. Finally, it is the most sincere ambition of
the authors that innovative advances. in therapy, discovery of etiologic
factors, and thus prevention, will render the need for this type of book
obsolete. ‘ '

The editors would like to'acknowledge their mentors, the late
Wyland F. Leadbetter, and Lester Persky, Joseph J. Kaufman, and
Willard E. Goodwin. These outstanding leaders of modern urology have
made major personal contributions to the field of urologic oncology, but
in addition have recognized the limitations of surgery alone and have
stimulated the search for and application of suitable adjuvants to the
treatment of malignant urologic neoplasms, This book represents a
token of our appreciation to these individuals and reflects, in part, their
teachings and philosophy toward urologic cancer.

We would also like to thank Erica Brookes for her invaluable
assistance in preparing the manuscripts, and, finally, we would like to
express our gratitude to all the participating authors for their out-
standing contributions and their willingness to accept the strict time

- constraints involved in the preparation of this book.

DONALD G. SKINNER, M.D.
JEAN B. DEKERNION, M.D.
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Chapter One

The Status of Tumor
Immunotherapy in
Genitourinary Cancer

JEAN B. DEKE}.%NION, M.D.*

The observation that animals pre-
viously immunized against a
methylcholanthrene-induced sarcoma
could reject subsequent inoculations of
the same tumor established the impor-
tance of tumor-associated antigens and
provided the impetus for investigations
into tumor immunology. Since that
time, tumor-associated antigens have
. been extensively studied, and such
antigens have been identified in every
adequately studied animal tumor.
Human tumor-associated antigens are
not as specific as those found in animal
tumors, and their antigenicity is weak
and variable compared with other cell
surface antigens such as transplantation
antigens. Many different antigens are
expressed by the tumor cell, some of
which are unique to that tumor, and
some of which may be common to other
tumors of the same histologic type
(Reif, 1975). A bladder tumor cell might
contain multiple tumor-associated
antigens on its cell surface, and some of

*From the Department of Surgery, Division of
Urology, University of California, Los Angeles,
California. :

these same antigens may be present on
bladder tumor cells from another pa-
tient. Furthermore, recent evidence
suggests that at least some tumor-
associated antigens may be found in
more than one tumor type (Erie et al.,
1976). Although the isolation and
chemical characterization of tumor-
associated antigens is the subject of
continued exhaustive investigation, the
hosts’ responses to these “non-self” or
foreign proteins has provided the im-
petus for the early studiés in human
immunobiology.

The character and magnitude of the
host immune response to tumors
associated antigens has been exten-
sively studied in recent years, and

.sophisticated tests to measure the mul-

tiple aspects of host immunity have
been developed. The current under-
standing of immunity to tumor-
associated antigens is based on the in-
terrelationship between the humoral
and cellular aspects of immunity.

The macrophage is probably the cell
that initiates the immuneé process by
recognizing the tumor-associated anti-
gens and responding in one of two

1



