Recent Results 53
in Cancer Research '

Fortschritte der Krebsforschung

Progrés dans les recherches sur le cancer



Recent Results
in Cancer Research

Fortschritte der Krebstorschung
Progrés dans les recherches sur le cancer

Edited by

V.G. Allfrey, New York - M. Allgéwer, Basel

K. H. Baser, Heidelberg « I. Berenblum, Rehovoth
F. Bergel, Jersey + ]. Bernard, Paris - W. Bernbard,
" Villejuif - N. N. Blokbin, Moskva + H. E. Bock,
Tiibingen « W. Braun, New Brunswick + P. Bucalossi,
Milano - A.V.Chaklin, Moskva + M. Chorazy,
Gliwice * G. J. Cunningham, Richmond

G. Della Porta, Milano - P. Denoix, Villejuif

R. Dulbecco, La Jolla - H. Eagle, New York - R. Eker,
Oslo + R..A.Good, New York - P,Grabar, Paris
H. Hamperl, Bonn + R. ].C. Harris, Salisbury

E. Hecker, Heidelberg - R. Herbeuval, Nancy

]. Higginson, Lyon - W. C. Hueper, Fort Myers

H. Isliker, Lausanne * ]. Kieler, Koebenhavn

G. Klein, Stodebolm - H. Koprowski, Philadelphia
L.G.Koss, NewYork « G. Martz, Ziirich

G. Mathé, Villejuif - O. Miihlbock, Amsterdam

W. Nakabara, Tokyo « L. ]. Old, New York

V. R, Potter, Madison + A.B. Sabin, Rehovoth

L. Sachs, Rebovoth + E. A, Saxén, Helsinki

C.G. Schmidt, Essen~ S. Spiegelman, New Y ork
W. Szybalski, Madison + H. Tagnon, Bruxelles

R. M. Taylor, Toronto « A. Tissiérés, Genéve

E. Ueblinger, Ziirich + R. W. Wissler, Chicago

Editor in Chief: P. Rentdmick, Genéve



Revised and enlarged edition of:

MaTHE et Kenis: La Chimiothérapie des Cancers, 3¢ édition
Copyright © 1973, 1975 by

Expansion Scientifique Frangaise, Paris

ALBERT CLARYSSE, MD, FACP, Chief, Division of Cancer
Chemotherapy, Sint Janshospitaal, Bruges, Belgium,

and Former Assistant Professor of Medicine, University
of Utah School of Medicine, Salt Lake City, U.S.A.

Yvon Kenis, MD, Division of Cancer Chemotherapy,
Institut Jules Bordet, Brussels, Belgium

GeorGes MaTHE, MD, Professor of Oncology, University

of Paris Sud; Institut de Cancérologie et d'Immunogénétique,
Hopital Paul Brousse; Division of Hematology,

Institut Gustave Roussy, Villejuif, France

Sponsored by the Swiss League against Cancer

ISBN 3-540-07573-9 Springer-Verlag Berlin-Heidelberg:New York
ISBN 0-387-07573-9 Springer-Verlag New York-Heidelberg: Berlin

Library of Congress Cataloging in Publication Data. Clarysse, A. 1936— Cancer
chemotherapy. (Recent results in cancer research; v. 53.) Rev. and enl. transla-
tion of the 3d ed. of La chimiothérapie des cancers; by G. Mathé and Y. Kenis.
Includes bibliographical references and index. 1. Cancer — Chemotherapy.

2. Antineoplastic agents. I. Kenis, Yvon, joint author. II. Mathé, Georges, 1922—
joint author. III. Marhé, Georges, 1922— La chimiothérapie des cancers. IV, Title.
V. Series. [DNLM: 1. Antineoplastic agents — Therapeutic use. 2. Neoplasms —
Drug therapy. W1 RE106P v. 53/QZ267 Cé14c.] RC261.R35 vol. 53 [RC271.C5]
616.9'94'008s [616.9°94'061] 75-43554.

This work is subject to copyright. All rights are reserved, whether the whole or
part of the material is concerned, specifically those of translation, reprinting,
re-use of illustrations, broadcasting, reproduction by photocopying machine or
similar means, and storage in data banks. Unter § 54 of the German Copyright
Law where copies are made for other than private use, a fee is payable to the
publisher, the amount of the fee to be determined by ngreement with the publisher.
© by Springer-Verlag Berlin - Heidelberg 1976.

Printed in Germany.

The use of registered names, trademarks, etc. in the publication doel not imply,
even in the absence of a specific statement, that such names are exempt from

the relevant protective laws and regulations and therefore free for general use.
Typesetting, printing and binding:

Konrad Triltsch, Graphischer Betrieb, 87 Wiirzburg, Germany.



- A.Clarysse Y.Kenis G.Mathé

Cancer Chemotherapy

Its Role in the Treatment Strategy of
Hematologic Malignancies and Solid Tumors

With 154 Figures

Springer-Verlag
Berlin Heidelberg New York 1976



Introduction

This book is addressed primarily to the practicing oncologist
and hematologist and to others who may not be able personally
to scan the plethora of papers discussing the use of cytotoxic
agents in the treatment of cancer. In addition, anyone in any
way concerned with the problem of canter or its treatment

— be he internist, surgeon, radiotherapist, family physician,
basic researcher, or pharmacologist — will find some useful
information here. We especially wish physicians who may see
cancer patients in their practice to be informed about the
progress being made in the management of advanced cancer,
particularly the indications for therapy and the results. Qur
greatest concern is that every patient should receive the best
therapy currently available.

This text is the first English edition of La chimiothérapie des
cancers by G. Mathé. The two earlier editions have been com-
pletely revised, enlarged, and updated. Some of the authors
have worked on both sides of the Atlantic, so that European
and American points of view have been integrated, hopefully
to advantage.

The first part outlines the basic principles of cancer chemo-
therapy. Certain aspects of cellular and molecular biology, and
of tumor cell characteristics and kinetics are reviewed because
they are necessary to an understanding of the mechanisms of
action of cytotoxic drugs. The reader is given the experimental
data on which current chemotherapy protocols are based and
shown how they are applied to the clinical situation. In view
of the importance of organized cooperative trials, several
chapters describe the different phases of preclinical and clinical
trials and the practical aspects of treatment with cytotoxic -
agents.

A considerable portion of this review has been devoted to a
discussion of general principles because they constitute the
rationale upon which current and future chemotherapeutic
protocols are based. As our understanding of these principles
mcreases, it is no longer enough to hand out cookbook-type
recipes for cancer chemotherapy.

On several occasions we have, for sake of clarity, made state-
ments on issues that are still under debate; for example, the
classification of cytotoxic agents according to their effect on
the cell cycle.



The second part of the book deals with the treatment of various
hematologic malignancies and solid tumors. All through this
textbook, we discuss chemotherapy in the context of the overall
treatment strategy, the aim of which is to cure the patient. A
cure requires that all cancer cells be killed. The strategy in-
cludes four treatment modalities, each of which may play a
specific rote in the achievement of a cure, according to the stage
of the disease at which the patient presents for treatment.

For each disease entity we have reviewed the effectiveness of
the various conventional and experimental cytotoxic agents,
used singly and in various combinations. The reader will
appreciate that such information can only be relative. Most of
it is based on data obtained by a number of authors, using dif-
ferent schedules and different criteria to evaluate response, and
treating different patient populations, often in trials that are not
comparable. When a particular regimen is clearly superior, we
have indicated this. The authors do not claim to be without
some personal bias, but every effort has been made to consider
different opinions. Special recommendations are based on treat-
ment schedules for which adequate data have been published.
At the Institut de Cancérologie et d’Immunogénétique and at
the Institut Gustave Roussy we are investigating protocols that
exploit the phenomena of cell synchronization, recruitment, and
potentiation. We hope by these means to improve existing regi-
mens, but we must wait until we have sufficient data to justify
their use.

The reader may sometimes have the impression that not 'much
in the way of conclusions can be drawn from the results listed
in varioustables. Unfortunately, this is all too true. This vague-
ness serves to stress the necessity for controlled trials and orga-
nized studies to obtain answers to specific questions.

The need for more uniformity in terminology, staging classi-
fications and procedures, criteria for evaluating responses, and
methods for reporting results is also repeatedly emphasized.
Without uniformity in such matters, the institutions and treat-
ment groups cannot be compared.

. We constantly stress the need for a concerted effort in the
management of cancer patients: at the time of diagnosis and at
various stages in the course of the illness, a case should be
discussed by a surgeon, a radiotherapist, a chemotherapist and
nowadays an immunotherapist. We anticipate that in the years
to come a significant effort will be made to employ systematic
chemotherapy and immunotherapy to supplement surgery or
radiotherapy in apparently localized disease. If the results of
treating residual disease by systematic chemotherapy have so
far been of questionable value, this may be because it was
carried out under suboptimal conditions. The next decade
should confirm whether adjuvant therapy of good quality is
capable of improving the overall cure rate of one in three
cancer patients. The cooperative approach is usually practicable
only in centers or clinics that specialize in the treatment of
cancer, but it in no way excludes the participation of the
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family doctor. On the contrary, he becomes an integral part

of a team that takes care of his patient from diagnosis until
death, if not cure.

This work is based on the observations of many dedicated and
competent researchers and clinicians, Some important contribu-
tions may well have escaped our attention and hence fail to
appear in this text. We also realize the temporary value of a
work of this nature. Chemotherapy is a rapidly changing disci-
pline and many recommendations made today may no longer
be valid a couple of years from now.

We have tried to keep the contents updated as much as
possible during the time-consuming process of publication.
Complementary data can be found in G. Mathé:

Cancer Active Immunotherapy, Immunoprophylaxis and Im-
munorestoration. Springer-Verlag,  1976. Readers are urgent
to check the original articles for the correctness of dosage
schedules, modes of administration, toxicity and special
precautions.
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