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Dedication

Although there is some controversy as to who is the father--or, to avoid
charges of sexism, the parent--of clinical phenothiazine~ology, there is little

question as to who is the parent of laboi

ory phenothiazine-ology: lrene §.
Forrest. In hospitals and laboratories throughout the world, whenever there is
a question of patient compliance with regard to ingestion of a phenothiazine,
the almost universal procedure is to request a "Forrest's test" on the patient's
urine. When there is a discussion of the number of metabolites of chlorproma-
zine, the standard reply is that Irene Forrest has indicated that there are 168
(even though this ignores the fact that Dr. Forrest has been demonstrating more

and more chlorpromazine metabolites ih recent years) .
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Besides Irene's preeminence in the field, and her dedicated work on each of
the international symposia on phenothiazines and structurally-related drugs
(certainly the last several meetings would never have taken place without her
efforts), it is appropriate to dedicate this particular volume to Dr. Forrest
since she has recently "retired". If you were to visit her lab you would have
difficulty in understanding the use of the term "retired" since she still puts
in a full day in the laboratory, since she still directs the same dedicated
group, since she still reads, writeé, referees, talks, advises. Irene's signé
of retirement are subtle: she no longer gets to the lab every day before
8:00 a.m., she now receives retirement pay rather than salary; this last is
probably the crux of present-day retirement. %9

It is with gratitude and thanks that the Organizing Committee of the Fourth
International Symposium on Phenothiazines and Related Drugs dedicate this volume
to a pioneer in the field of phenothiazine reseérch, to one who is, without

question, the most active ''retired worker" in the field, Dr. Irene+S. Forrest.
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Preface

It was a great pleasure and honor to welcome the participants to our Fourth
International Symposium on Phenothiazines and Structurally Related Drugs. It
was gratifying to see many familiar faces; sad to miss some of the old-timers
whose presence at our conferences we took for granted; and encouraging to see
many new and young people.

For those who areAunfamiliar with our periodic Symposia, we should like to
mention that we started our international get-togethers in Paris (1962 and
1967); the third one was held at the National Institute of Mental Health in
Rockville, Maryland (1973). Each of our conferences was structured to reflect
the state of the art. We like to think that the Proceedings of each of our
meetings were useful and provided information to the research workers in all
concerned disciplines for many years.

When we first convened in 1962, the clinical know-how was quite advanced.
Chlorpromazine had been around for 10 years; had been used therapeutically for
almost that long in Europe and Canada; and for a few years less in the United
States. 'Laboratory investigation and development of suitable methodology for
the assay of chlorpromazine, its many metabolites, and the new structurally-
related drugs that had been introduced rapidly after the success of chlorproma-
zine, were in their infancy and far from satisfactory. However, some of the
basic aspects of the chemistry of the substituted phenothiazines, particularly
the facile formation of free radical derivatives, appeared of interest to the
early conferees, clinical as well as basic scientists. We encouraged the
clinicians to exchange views with the basic scientists. For the basic scien-
tists, this is imperative: Unless they can design their studies to provide new
knowledge on the mode of action of the psychoactive drugs or to provide solid
data on what constitutes therapeutic blood concentrations for the various
neuroleptics and antidepressants, the cooperation between clinicians and bio-
chemists will remain naught but a pious wish. Closer cooperation between
clinicians and basic scientists, as it exists presently in only very few hospi-
tals, would be tremendously useful for both partners. Thus, good clinical ob-
servations by the clinical team could provide reliable information on responders
and non-responders in a given drug study. With this information the biochemists
could go to work and determine not only blood-drug concentrations, but they
could also evaluate patterns of drug metabolism and relative abundances of indi-
vidual drug metabolites. Some initial work along these lines has indeed been
done, but neither for thé metabolites of chlorpromazine nor for those of thiori-
dazine or mesoridazine has-the body of data obtained been broad enough to allow

sweeping conclusions or valid generalizations to be drawn.
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If psychopharmacology is to claim its rightful place not only in active
treatment centers such as mental hospitals, but also in academic psychiatry,
the biologically-minded psychiatrists should collaborate closely with théir
basic science colleagues.

Thefe is till, at present, an unmistakable tendency in many university de-
partments of psychiatry in the USA to teach their students, interms, and resi-
dents according to the gospels of Freud, Jung, Adler, Sullivan, etc., leaving
psychopharmacology to a few haphazard lectures and seminars. Residents in
teaching hospitals will often be exposed only to the latest drug trials of in-
vestigational drugs and will generally learn almost nothing about the revolution
in the treatment of mental patients in the 1950's and 1960's. The 1970's have
brought few advances and, in some places, obvious deterioration of treatment,
with heavy reliance on encounter and group therapies and other forms of social
psychiatry rituals. While these may be appropriate for certain personality
disorders, the genuinely psychotic patient is not likely to be optimally re-
habilitated by talking. If we do not want to commit to oblivion the dedicated
work of Laborit, Delay and Deniker, their pioneer colleagues Kielholz and
Labhardt in Switzerland, and other early psychopharmacological clinicians, we
had better provide sound scientific bases for the clinicians who most of the
time have to rely on their clinical intuition--an art, rather than hard scien-
tific facts--to select the drug of choice, the dose, the mode of administration,
for each individual patient.

One of the reasons the 1970's have seen such a decline in effective pharma-
cology of mental patients is the physicians' reluctance to use adequate doses
of the neuroleptics--all of which may produce side effects, especially in long-
term continuous therapy. 1n our part of the world, a psychiatrist can--and,
occasionally is--sued for malpractice if a patient develops tardive dyskinesia.
Although in well-run wards the incidence of this type of movement disorder may
not exceed 5% of the patient population, the prevention and treatment of this
side effect must be a prime goal of research in rsychopharmacology.

We should like to thank Sandoz, our gracious hosts, for making this sym-
posium possible and we are also grateful to our co-sponsors Boehringer (Ridge-
field, Connecticut), Ciba-Geigy (Basel, Switzerland), Smith Kline & French
(Wellwyn Garden City, U. K.), Squibb (Zurich, Switzerland) and Von Heyden

(Munich, Germany) for helping to defray travel costs of some of the participants.

Inene S. Fornest
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