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Preface

““L’inconnaissable n’est
que de l’inconnu provisoire’’

This volume contains the Proceedings of the Third Rhéne-Poulenc
Round Table, held at Eastbourne on the south coast of England in
November 1982.

The aim of this meeting was to determine to what extent modern tools
offered by computers, mathematics or new biological theories could
now be effectively used to achieve the old dream fostered by chemo-
therapists, i.e. to design a new drug by logical thought and calculation
and, as far as possible, not to rely on chance.

““What is unknowable is but temporarily unknown’’.

“If only man willingly collects and implements the appropriate
means, then ignorance fades away, as a shadow from sunlight. Only
material obstacles build a screen between the truth and ourselves.
Human ignorance is not hopeless: with time and money, man may
acquire and learn everything.”’

This credo assigned to scientists by Grassé in his essay on the natural
history of man* is quite reassuring for the future of drug design which,
undoubtedly, will be outstanding. But today, in 1983, what is the situ-
ation, Fact or fantasy?

The objective of the Eastbourne Round Table was to seek an answer
from top specialists in various methodologies of drug design who met
with scientists from the pharmaceutical industry who are faced every

* P.P. Grassé (1971) ‘Toi, ce petit Dieu’’ p. 227, Albin Michel, Paris.
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day with practical problems. The former successively reviewed their
personal approaches and the latter explained the philosophy which they
adopted after long and concrete experience. In this book, the reader
will in no way discover recipes but an overall evaluation. He will
confront his own convictions and, with a view to his own choices, will
find the basic parameters of drug design and the evaluation obtained
after many discussions. In fact, this book not only contains the presen-
tations of the contributors but also the main discussions of the
subgroups in which the participants expressed themselves more freely
and reached sometimes differing conclusions which were finally dis-
cussed by the full conference.

It is our objective that this book should provide a better under-
standing of the knowledge acquired and of the shortcomings in the field
of drug design and that it should give rise to positive cross-fertilization
between optimists and pessimists for improved efficacy in research. It
is our hope that by helping research scientists in their strategic consider-
ations, it will contribute to the discovery of new and valuable drugs.

G. Jolles and K.R.H. Wooldridge
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Opening Remarks

Dr G. JOLLES

It is my honour and privilege to open this morning the third Round
Table Conference organized by the Rhéne-Poulenc Group of Com-
panies, a meeting for which we have chosen the deliberately provocative
title: ““Drug Design: Fact or Fantasy?”’

For the past few years, it has been our objective to examine at regular
intervals a scientific topic of current interest by organizing round tables
with university specialists and research staff from the industry. The
purpose of such meetings was to carry out a synthetic approach to the
topics in order to prepare the way for new research strategies and to
stimulate new activities in that particular field.

It was in this way that, in 1978, we achieved an overview of the
Pharmacology of Immunoregulation and, in 1980, tried to determine
the Future of Antibiotherapy and Antibiotic Research. Today, we wish
to concentrate on a different issue, an issue which often gives rise to
passionate arguments and directly concerns our everyday work.

“Drug Design: Fact or Fantasy?’’: this title actually requires two
explanations: what do we mean by drug design and why the question
mark?

A few weeks ago, I attended an International Symposium at which
research executives of some large pharmaceutical companies were
discussing many of their problems. At one point, we were trying to find
the French or German equivalent to ‘““drug design”’, but in the end it
appeared that fairly long paraphrases were required to express this same
concept. In order to avoid any problem of semantics during the present
meeting for this unique and very concise expression, I should like to
state that, in our opinion, it corresponds to rational methodologies
which give access to a new drug either through the noblest pathway,
namely total innovation, or through the more tangible pathway,
optimization.
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On the other hand, why in fact do we question the reality of drug
design?

Is it a dispute between the ancients and moderns; between conserva-
tive and progressive tendencies? Definitely not. Yet everything has its
share of reality and dream: in the best champagne, we must distinguish
the foam, which we see, from the wine, which we drink, and what is
expected of a good drug research scientist is that he acts intelligent not
that he looks intelligent.

As a matter of fact, I am now close to the point where I may be blamed
for trying to advocate a pre-established opinion, and this is exactly what
I should like to avoid during this symposium. There is no pre-established
opinion to back up in favour of fact or fantasy: drug design exists; other-
wise what would be the point of such a programme, and how could we
have managed to gather such a panel of personalities all of whom have
accepted to talk about their methodologies and their techniques.

But what are the real possibilities of application today; what are
the domains in which drug design may be most fruitful; what are the
actual limitations which must be overcome to make it perform better
tomorrow? These are the real questions to which we trust you will help
provide the answers.

The review to which we shall proceed together consists of two
distinct parts. In the first part, specialists of the major techniques
proposed to design new drugs or to optimize them will explain the
main features of their areas of activity and the results of their research.
Furthermore, two of our experts will present, under two different
aspects, the view of research scientists who have been faced for many
years with the problem of discovering new drugs. In the second part,
all the participants will meet in syndicates in order to facilitate dis-
cussions on a very broad basis of the various theories and method-
ologies, with special emphasis on their individual experiences.

During the final session, a general and constructive evaluation
of the discussions and of the answers to our questions will be worked
out with a view to conferring practical usefulness to this Round Table
which, we hope, will be rewarding for all of us.

We have excluded, intentionally, from our programme all presentations
of results which would be too restrictive, and of course, although
the example of an original research work may be welcome to illustrate
the recommended methods, we hope that the discussions will concen-
trate less on the technical aspects of each methodology than on its
potential as a tool for the discovery of new drugs.

It is, in fact, on drug design potential, strategy and, may I say,
philosophy, that we wish to lay stress and [ am certain that our meeting
will be successful if we can meet this goal.
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I should like to thank now all our speakers, some of whom have come
from far away, and all our university guests who accepted our invitation
and give of their precious time to be with us. I know that everybody
will be interested to see how the individual areas can be integrated into
the very broad spectrum of possible approaches to drug design.

I want to thank, also, all those who participated in the organization
of this Round Table, my colleague Dr Wooldridge with whom I have
been working hand in hand and Drs Phillipson and Blondel who took
care of the general technical arrangements. We really tried to make this
meeting a symbol of the excellent cooperation between the centres of
the Health Division in France and those of May and Baker.

The discovery of a new drug is indeed an extremely difficult task.
Maybe it was imprudent of us to adopt this shining expression, ‘‘Drug
Design’’, from people who are really designers, who design aeroplanes,
cars, equipment: they know exactly what they are aiming for; they are
aware of most of the parameters involved in their project; they can
calculate.

The crucial difference in drug research is that we do not dominate
all the parameters as far as we have even identified them and, therefore,
work under a serious handicap. For this reason, many scientists now-
adays still believe in the virtues of intelligent screening as a major tool
for innovation, and among them are some of the most successful ones.
Others have total faith in the available rational approaches; they cannot
stand even to hear about screening and practice the most evident disdain
for an alliance with serendipity.

What then is the truth about drug design at this time? Well, we have
prepared the dossier; we have provided the experts; there will be
prosecutors and defendants either for fact or for fantasy; but the judges
will be you.

Please, let it be a fair trial.
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