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CLINICAL AND HEURISTIC VALUE OF CLINICAL
DRUG RESEARCH

LEE C. PARK, M.D. axo JOHN B. IMBODEN, M.D!

The development of modern psychopharmacology has been associated
with striking changes in the principles and practice of psychiatry. There
are now numerous psychopharmacologist-psychiatrists, a continuing pro-
liferation of new drugs, and an enormous amount of federal money for
drug research. However, the authors, who together have had extensive ex-
perience in both psychopharmacological research and the private practice
of psychiatry, have felt that there is a gulf between their experiences as
researchers and as clinicians seeking to apply research findings to the treat-
ment of individual patients. In order to examine carefully the factors in-
volved in this problem, they have exhaustively reviewed the method-
ology and findings of controlled clinical psychopharmacological research.
| In presenting their analysis of the literature, they have detailed findings
of practical use for the clinician, divided according to the psychopharma-
cologists’ categories of “drug factors” and “nondrug factors.”
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; It was found that as far as practical applicability is concerned, elinical
3 drug research has not added very much to what has been learned through
A clinical experience, which is rather striking in view of the fact that the

expressed main purpose of such research is to increase our capability as

practitioners using drugs. On the other hand, the heuristic value of drug
: research has been great in terms of opening new approaches to under-
1 standing and influencing mental functioning and psychopathology, and in
' the development of research methodology for the behavioral sciences. Con-
sidered in historical perspective, perhaps the greatest clinical value of the
age of drug research has been that it has catalyzed the study of directive
approaches to psychotherapy. From a “preventive medicine” point of
view, the frequently contradictory research results, in spite of careful con-
trol of variables, encourage more caution in theoretical formulations.
The authors discuss the terms “nondrug” and “nonspecific factors,”
which are frequently used by psychopharmacologists to cover in blanket
fashion various critical psychotherapeutic factors in patient improvement
; not particularly valued by their theoretical approach. The authors point
out that this narrow view has prevented adequate study of simultaneous
psychotherapy and pharmacotherapy and has been reflected in the lack of
applicability of research findings for the practitioner. Psychotherapy vari-
ables relating to drug therapy are discussed.
At the conclusion of the paper, the authors give general guidelines for
the clinical use of psychotropic drugs, based on integration of current re-
search and clinical knowledge.
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With the advent of psychopharmacology
and, later, “community psychiatry,” there
has been a change in the prineiples and
practice of our specialty that has been as
striking as developments in medieine fol-
lowing the introduction of chemothera-
peutic agents in the treatment of infectious
disease. This has been particularly evident
i the treatment of psychotically disturbed
patients subsequent to the discovery of the
major tranquilizers (19), which allowed the
turning of so much of our attention from
managing disturbed hospitalized patients to
their active rehabilitation. In this setting,
the community began to show less fear of
these patients, to the point that programs
were developed in which housewives and
college and high school students could work
with hospitalized patients.

At the 1967 annual meeting of the Ameri-
can College of Neuropsychopharmacology
in Puerto Rico, a panel of prominent elinical
psyvehopharmacologists (Cole, Elkes, Kin-
ross-Wright, Kline, Lehmann) discussed the
development of the drug age of American
psyvehiatry and pointed out the difficulties
they had encountered with the psyehiatrie
“establishment™ (13). The resistance or in-
ertia of much of the psychiatric community
to the introduction of drug therapy is now
all but forgotten, but many of us still recall
the great caution with which drugs were
preseribed during our residency training.
Much instruction time was involved warn-
ing us that drugs only diminished disturbed
behavior and had no meaningful effect on
the illness itself.

Now the situation has changed dramati-
cally. A new establishment has come into
being, one that involves many psychophar-
macologists, a continuing proliferation of
new drugs, and an enormous amount of fed-
eral money for drug research. Psychophar-
macological research has expanded to in-
volve not only disturbed hospitalized pa-
tients but the great mass of functioning
neurotic individuals. In the latter situation
particularly, a good deal of excitement as-

sociated with the term “drug effects” is
being transferred to “nondrug effects” or
“nondrug factors” or “nonspecific factors in
drug therapy.” All of these developments
bring a glow of approval from other medi-
cal speeialists and basie seientists, who, in
the past, have regarded psychiatry as a
nonscience.

In the following section we review the
methodology and findings of controlled or
carefully conducted elinical psychopharma-
cological research, with special reference
to relevance for the practitioner of psy-
chiatry.® There are two general groups
with whom we wish to communicate. First,
as psvehopharmacological researchers we
will attempt to weed out from the plethora
of research data those findings whieh can be
of use to practitioners. Second, as practi-
tioners, we hope to make useful comments
and suggestions to psychopharmacologieal
researchers concerning limitations and as-
sets of their coneepts, methods, and results
in terms of applicability to patients seen in
practice. We have asked ourselves such
questions as the following: Has this re-
search greatly inereased our capabilities as
practitioners using drugs, which is the ex-
pressed main purpose of such research?
How specific can we be in selecting a given
drug for a given patient? What are major
methodological flaws in eclinical drug re-
search as far as the practitioner is con-
cerned? What is the relationship between
psychotherapy and pharmacotherapy? Is
psychopharmacological research taking a
comprehensive approach to the study of
factors influencing mental illness or only
narrowly focusing on that which can be
most easily studied? When are drugs con-
traindicated for psychological as opposed to
medical reasons?

In the “Discussion” section, the heuristic
significance of clinieal drug research is dis-
cussed. Practical guidelines are offered for

*No attempt will be made to include an ex-
haustive bibliography, but a representative one
will be presented for the benefit of readers who
wish to review the subject.
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the practitioner, integrating what has been
learned from research and from eclinical ex-
perience,

FINDINGS OF CLINICAL DRUG RESEARCH, WITH
PARTICULAR REFERENCE TO METHODOLOGY
AND TO APPLICABILITY FOR THERAPY

Drug Effectiveness

Are there findings from controlled elinieal
drug research which ean be of significant
help to the practitioner of psychiatry in se-
lecting the appropriate drug in his day-to-
day work with individual patients?

SCHIZOPHRENIA

One major class of drugs, the phenothia-
zines, has been found significantly effective
in the treatment of schizophrenia in con-
trolled studies of large populations of pa-
tients. Recent studies indicate that butyro-
phenones and thioxanthenes, with similar
pharmacologieal profiles to the phenothia-
zines (46), also have antipsychotic effects,
but so far they do not seem to add signi-
ficantly to pharmacotherapy of mental ill-
with the exception of a possible
specificity of haloperidol for Gilles de la
Tourette’s syndrome (9).

The early experiences with phenothia-
zines seemed to promise that drugs might be
found which would introduce a Utopian age
of mental health. There was also cautioning
that drugs only controlled superficial be-
havior in schizophrenics and did not alter
mental processes, but subsequent work indi-
cated that phenothiazines may tend selee-
tively to affect Bleuler's “fundamental”
symptoms of schizophrenia (5, 30). In his
recent book, May (63) presented findings
which suggest that phenothiazines are so
effective with hospitalized schizophrenies
that such patients do not respond signifi-
cantly better to individual therapy plus
drugs than to milieu therapy plus drugs and
show significantly less improvement in re-
sponse to individual therapy without drugs.

ness,
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Evaluation of these recent findings must
be tempered with the thought that some
doctors may function better as therapists
with one type of treatment or patient than
another (97, 101). Further, one must eon-
sider experimenter bias (48), since investi-
gators have tended to find what they ex-
peeted. Controlled, double blind studies do
not necessarily eliminate experimenter bias,
which ean be facilitated through appear-
ance of drug side effects, and also through
unintentionally biased methodology and
data analysis. For example, in one study
(71) we asked 72 patients in a structured
interview at evaluation to estimate on a 4-
point seale how much help they expected
from treatment, giving them two negative
choices and two positive choices. Sixteen
patients indicated negative expectations.
Two questions later they were asked to esti-
mate on a 5-point scale how much improve-
ment they expected (“no improvement,”
“not much better,” “a little better,” “a good
deal better,” and “complete cure”). Only 1
patient indieated “no improvement,” no pa-
tients indicated “not much better,” 7 pa-
tients expected “a little better,” and all the
rest gave the two most positive responses.
One possible explanation for these results is
that the second scale indicated to the pa-
tients that expected improvement was the
right answer in that only one out of five
choices allowed a completely negative an-
swer.

Furthermore, an observer’s bias that a
drug is no better than a placebo is not nec-
essarily eliminated in his ratings of im-
provement by unawareness of the contents
of the pills preseribed, since a negativistice,
uninterested or careless rater ean make the
same low scoring from patient to patient;
likewise, an exceptionally enthusiastie rater
can blur data through consistently overen-
thusiastie ratings. A therapeutic milieu in-
dicating that strong positive or negative re-
sults are expected can also tend to compli-
cate results from patient self-ratings (61).
However, biased expectation does not nee-
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essarily mean biased observer judgment,
since conscious awareness of one’s predju-
dices, along with intellectual honesty, can
together aet as powerful “controls.” These
are but a few of many problem areas indi-
cating further need for ecareful study of
methodology in controlled drug research.
Thus, in an evaluation of the effects of con-
scious expectation on judgment, the former
could be measured by a questionnaire, but
the latter can be measured only by observ-
ing the researcher or eomparing his judg-
ments with those of others. Up to now, the
short eut way to handle such methodologi-
cal problems has routinely been to control a
situation to death, so to speak, rather than
to study what kind of control is needed.

Even when taking bias into considera-
tion, however, the preponderance of results
from various studies leads to the conclusion
that phenothiazines should be administered
in the treatment of most schizophrenies,
and in particular of those requiring hospi-
talization. Prescriptions of phenothiazine
combinations (e.g., chlorpromazine-triflu-
operazine), as well as periodie short term
withdrawal of phenothiazines (72), have
not vet been proven of significant value.
However, recent data suggest that there are
complex interactions between phenothiazine
dosage, prior medication with phenothia-
zines, and length of hospitalization (73).

In the treatment of schizophrenia, are
certain phenothiazines more effective than
others? Does one drug influence certain
mantfestations of the illness, such as apa-
thy, more than another? Pharmaceutical
houses have furnished us with all sorts of
phenothiazines  with different kinds of
chemieal tails and attachments, with com-
pany brochures suggesting differential
effectiveness. For instance, piperazines such
as trifluoperazine and fluphenazine have
been thought more effective for withdrawn,
apathetic patients than chlorpromazine, an
aliphatie phenothiazine. Yet a study re-
ported by the National Institute of Mental
Health Collaborative Study Group (66)
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would suggest, if anything, a reverse trend
with ehlorpromazine more effective for
“core” symptoms such as apathy and retar-
dation. This group of researchers has also
presented suggestive evidence that pipera-
zine phenothiazines may be particularly
effective with delusional-hallucinatory pa-
tients and that schizophrenies showing
“simple excitement” do especially well on
thioridazine, a piperidine phenothiazine
(31, 32). However, indications of dif-
ferential therapeutic benefits are con-
flicting, such that it appears we are dealing
at the most with only minor differences
above and beyond the immense common
effect of the phenothiazines (17, 31, 32, 53).
The phenothiazines do differ in intensity of
certain side effects, predictable to some ex-
tent by chemical structure, and a prime fac-
tor in choosing a specific phenothiazine for
4 particular patient remains the considera-
tion of extrapyramidal (piperazines) and
sedative (aliphatics) side effeets rather
than therapeutic effects. Cole and Davis
(12, p. 1058) stated recently with regard to
research results: “All this has, one feels,
convineed almost everyone in ereation that
many phenothiazines are effective, gener-
ally, in the treatment of both acute and
chronic schizophrenies. It is far less clear
that any of them, with the exception of
promazine and mepazine [both less
effective] are significantly more or less
effective than chlorpromazine.” Again, Cole
stated (11, p. 514), “Specific differential in-
dications for one or another of these drugs
in individual subgroups of schizophrenie
patients may yet be evolved, but have not
been clearly demonstrated to date.”

MAJOR MOOD DISORDERS

Research has supported the clinical im-
pression that imipramine and related tri-
evelic agents, sometimes in combination
with phenothiazines for agitated and guilt-
ridden patients, are effective drugs in the
treatment of depression, and that lithium




326

and phenothiazines are effective in the treat-
ment of mania (18, 33, 88, 89). As with
phenothiazines, antidepressant drugs differ
in side effects, a point to be considered in
selecting a specific drug for a specific pa-
tient. Thus, amitriptyline is reported to have
more of a sedative side effeet than imipra-
mine or the desmethyl and other derivatives.
Recent evidence suggests that the effects of
imipramine may be enhanced by thyroid
hormones. Monoamine oxidase inhibitors
also appear effective for depression, al-
though less so than tricycelies (88), and they
are not as safe. The possibility is being
studied currently that lithium say serve as a
prophylactic for depressive episodes (33).
There is still doubt that any of the presently
known antidepressants are usually more
than mildly effective (88).

As with drug treatment of schizophrenia,
more detailed findings, including those re-
garding differential effectiveness for the
various tricyclics and duration of time from
ingestion to effectiveness, tend to be contra-
dictory from study to study (18, 88). Major
problems in studying drug treatment of de-
pressive disorders are: 1) Mood tends to
fluctuate a great deal “spontaneously.” 2)
Disturbance of affeet is “only” a symptom,
and groups of “depressives” in various stud-
ies differ remarkably in personality charac-
teristies, ego strength, history of mania, and
degree of depression, e.g., ‘“reactive” ws.
“endogenous” (105). Even the definitions of
“endogenous” and “reactive” depression
have not been clear, and despite much writ-
ten comment, differential drug therapy for
these is not worked out (74). Reactive de-
pressions are likely to “respond” to all
kinds of influence, so that any safe, new
drug can be found “effective” in an uncon-
trolled study. 3) Depression is often dis-
guised as something else (45). For instance,
there are reports that antidepressants are
effective in “atypical depression” which can
present with phobie symptoms predominat-
ing (50, 82).

L. C. PARK AND J. B. IMBODEN

NEUROSES

Research has supported the commonly
held elinical impression that drugs are not
of major benefit in the treatment of the
neuroses as opposed to “nondrug” or “pla-
cebo” factors such as interpersonal and en-
vironmental influences. In fact, often only
refined statistical techniques reveal signi-
ficant differences between “minor” tranguil-
izers and placebo in double blind studies.
Statistically unsophisticated persons may
not realize that a mathematically highly
significant difference between a drug and
placebo reported in a journal article does
not necessarily mean a big difference for the
patient (88). For instance, if almost all of
50 patients showed 1 to 2 points more im-
provement on certain symptom scales in
response to a drug than another 50 pa-
tients did when taking placebo, the sig-
nificance might be very high mathematically
but not clinically if most of the patients
improved about 10 points regardless of
medication. The requirement of refined
statisties to demonstrate beneficial effects
of a minor tranquilizer over placebo in-
dicates in itself that the drug is only one
of many factors eausing improvement, and
not an especially outstanding one at that.
Some studies indicate that certain of these
drugs may be more useful than others, for
instance, diazepam and chlordiazepoxide vs.
meprobamate, but we are not certain that
even this example is of really meaningful
clinical significance. Minor tranquilizers
more effective than placebo in a number of
controlled studies are diazepam, chlordiaze-
poxide, oxazepam, tybamate, and meproba-
mate, listed in the generally considered ap-
proximate decreasing order of effectiveness.
Other drugs also have their advocates. In
lieu of a valid scientific basis for selecting
one minor tranquilizer over another, most
clinicians simply have one or two favorites
that they believe to be mildly helpful in the
treatment of their anxious, neurotic pa-
tients. Phenothiazines are still considered of
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little use in psychoneurosis exeept with bor-
derline, highly distressed, or impulse-ridden
patients, where they are also of diagnostie
value. Also, phenothiazines and certain
minor tranquilizers, espeecially  diazepam
and chlordiazepoxide, have been noted clin-
1cally and in a number of studies to ease the
symptoms of the aleohol withdrawal syn-
drome.

The effects of minor tranquilizers and an-
tidepressants on neurotic outpatients have
been found elinically and in research stud-
ies to eross over classical diagnostic cate-
gories (59, 78, 96, 104). The finding that
“antianxiety” drugs seem to help depressive
symptoms and viee versa, above and be-
vond a general placebo effect, supports a
flexible approach to preseribing drugs and a
willingness to change to or add a different
kind of medicine if the first one tried
does not seem to help. Further, drug research
has suggested that if one replaces habituat-
ing tranquilizers, such as diazepam, chlordi-
azepoxide, and meprobamate, with other
tranquilizers or antidepressants, it may be
wige to deviate from the general medical
prineiple of discontinuing one drug before
starting another, but rather to leave a pa-
tient briefly on the original drugs to avoid
withdrawal effects and a resulting biased
clinieal impression that the second drug is
not of potential benefit (2, 16).

In addition to tranquilizers and antide-
elinical reports and research
studies suggest possible therapeutic value of
psychotomimeties (1, 57, 62) and diphenyl-
hydantoin (8, 47, 92) for various condi-
tions, Further investigation is required to
elueidate possible speeific benefits of these
agents, It also appears that amphetamine
has a paradoxically tranquilizing effect on
many behaviorally disturbed children (6,
23, 25).

pressants,

Nonspecific Factors
“Nonspecifie” or “nondrug” factors in
drug therapy are terms which have not been
consistently defined. On the one hand, they
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have been defined (75) simply as all those
factors influencing patient responses while
receiving drugs which are not pharmacolog-
ical (defimition A). However, the term can
also be applied more narrowly to findings
from drug research which are not specif-
ieally applicable to drug therapy but which
apply to all kinds of psychological treat-
ment and/or are only of theoretical interest
(definition B). Research reports of nondrug
factors have been particularly apparent in
studies of neurotic populations, where it is
clear that most patients improve sympto-
matically regardless of which drug is used
and even when given placebo—sometimes
even if informed they are getting placebo
(69).

DEFINITION A

Factors influencing patient responses
while recetving drugs but which are not in-
herent in the drugs themselves: Are there
findings from eclinical drug research which
can be of significant help to the practitioner
of psychiatry in deciding if, when, and with
which approach he should prescribe the ap-
propriate drug in his day-to-day work with
individual patients?

(haracteristics of the therapist: There
are controlled research findings which sug-
gest that the more experienced or effective
the therapist, the less important it is
whether drugs are used with neurotic pa-
tients (104), and this may also be the case
to a lesser degree with schizophrenic pa-
tients (100).

Several clinieal studies with neuroties
have supported the idea that manifest en-
thusiasm by the therapist concerning his
treatment can sometimes inerease specific
drug effects (26, 76, 95, 97), and there are a
few studies relating therapist enthusiasm to
improvement on drugs in schizophrenia (36,
44). There are also data indicating that
drugs may be of special benefit if the pa-
tient is not appealing to the therapist (95).

Combined drug therapy and psycho-
therapy: One might expect to find in
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the literature a multitude of controlled
studies grappling with the complex issues
involved in combining psychotherapy with
drug therapy, especially in the treatment of
neuroses, evaluating such factors as the
therapist’s theoretical orientation and prac-
tical approach, his length of experience, at-
titudes, feelings, warmth, empathy ; the pa-
tient’s wish or need for advice, insight, and
a relationship as contrasted with his need
for pharmacotherapy plus the vague “sup-
portive” therapy; and the interactive match
between various doctor and patient charac-
teristies in a specifie therapeutic relation-
ship (59, 69, 70, 86, 93, 97, 100). However,
there has been minimal effort in even major
studies to define and measure “psychother-
apy” components (28, 81, 90), as compared
with the effort to define and measure “phar-
macotherapy™ variables (34, 94); rather,
much drug research seems to handle “psy-
chotherapy” as the outmoded, unifactorial
approach of a relatively dark age of psy-
chiatry. There has not even been adequate
effort in clinical drug research to determine
whether intensive psychotherapy of schizo-
phrenies, with or without drugs, although
more time-consuming than supportive phar-
macotherapy alone, is more likely to re-ed-
ucate a patient so that he can avoid re-
peated difficulties in the future; whether
pharmacotherapy alone offers neurotie indi-
viduals as mueh chance of symptomatic im-
provement as psychotherapy alone over
more than brief drug study periods (79);
whether pharmacotherapy for such patients
enhances only occasionally or frequently
the effects of simultaneous psychotherapy
(60).

There are a number of obvious factors
behind this naive approach. For instance,
whereas the practicing psychiatrist is
usually not in a position scientifically to
test hypotheses derived from his eclinical
impressions, the clinical psychopharma-
cologist is in an equally poor position to
immerse himself sufficiently in the emo-
tional strains and subtleties of intense and

PARK AND J. B.

IMBODEN

long term psychotherapeutic relationships
to develop a feeling for treatment models
other than those more appropriate for
time-limited physical illness, The result
is a confusing babble of voices and a
lack of integration of major areas of clini-
-al experience, which is not a new problem
in the behavioral seiences (21, 35, 55).

Careful studies of individual patients
(rather than just statistical analyses of
large groups) treated with psychotherapy
plus drugs, particularly their subjective ex-
periences (71), could generate a wealth of
testable hypotheses. Interestingly, we tend
to hear reports of individual patient re-
sponse chiefly when there i= a negative
symptomatic response to drug prescription.
Sarwer-Foner (83) has listed various causes
for such “paradoxical” responses, on the as-
sumption that they often reflect the mean-
ing to the patient of the preseription or of
the physiological effects of the medicine
rather than simply being adverse drug reac-
tions. We will present here categories of
such situations which are of importance to
the eclinician, with illustrations from our
own experience. One factor which can bring
about a patient’s negative response to pre-
seription of a medicine is his prior attitude
concerning drug therapy or drug effects
(84). In one of our pilot projects (59), a
small group of staff members took atropine
for a period of a week to test dosage and
safety. There was considerable “humorous”
discussion in the planning stage that the
trial paralleled such heroic situations as
self-inoculation with yellow fever and ma-
laria, and that the danger of drug-induced
psychosis was being ruled out. A psychia-
trist and a nurse, although quite aware of
atropine effects; developed severe diarrhea,
requiring one of them to disecontinue the
drug. In another project, patients responded
beneficially to placebo according to their
“certainty” of the specific nature of the
pills (69).

A second factor which can result in a
“paradoxical” response to drug preseription
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is the patient’s negative feelings toward the
therapist, toward the therapeutic approach,
or toward the clinical or hospital milieu.
Along this line, a middle-aged female pa-
tient recently sought consultation because
of the return of symptoms of depression.
She had previously experienced two epi-
sodes of severe depression that had re-
sponded to imipramine prescribed by one of
the authors, in whom she had expressed
much confidence. Upon the return of her
svmptoms for the third time, she initially
consulted her internist as she had done on
the earlier occasions, and he preseribed
amitriptyline in the approximate dosage
which had been found effective for her and
suggested that she let him know how things
went but offered no regularly scheduled vis-
its. The patient’s symptoms proliferated
and, because of the apparent ineffectiveness
of the medicine, she had discontinued it by
the time of her arrival at the psychiatrist’s
office. Weekly visits were planned, and the
therapist expressed the opinion that another
trial of amitriptyline was worthwhile in
view of her earlier responses to such treat-
ment. Within 2 weecks the patient began to
respond and eventually made an excellent
symptomatic recovery. She herself was im-
pressed by such a response to the same drug
which had been utterly ineffective a few
weceks earlier. How much of the drug’s use-
fulness depended on its pharmacology re-
mains problematie.

Third, negative feelings by the therapist
toward his patient and/or toward preserip-
tion of medicine should be considered as
possibly promoting negative response to
drugs. Fourth, patients for whom control of
their own psychic and bodily functions is
part of the problem which brings them to
treatment may often respond negatively to
real or imagined control by drugs. Needing
a drug may imply to the patient that he is
“sick,” and this may sometimes be unac-
ceptable, especially to the schizophrenie pa-
tient. We all have had pseudoneurotic or
overtly schizophrenic patients who require
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hospitalization before they ecan take drugs
without serious “side effects” and /or nega-
tivism, and it may be that such patients
cannot give up their rigid avoidance of out-
side control until placed in a safe, suppor-
tive setting where certain broad controls are
imposed. Along this line, there is a state
hospital study indicating that some schizo-
phrenic patients, delineated by statistical
analysis of drug response, do less well on
phenothiazine than on placebo (31). Such
patients tend to show more “insight,” in
that they are more likely to have been hos-
pitalized on a voluntary basis and show
lower scores on observer ratings of “irrita-
ble” and “resistive” behavior. It was hy-
pothesized that these patients may “feel a
further loss of mental control” on active
drugs. Fifth, drugs are rather ineffective or
can even have a negative effect where see-
ondary gains of illness are high. Sixth, a
change of drugs may have a poor result if
the patient attaches symbolic meaning to
the initial drug. The authors have had two
patients referred from other physicians for
whom they wished to preseribe new medi-
cines. Both patients had been very attached
to the referring physicians and to their
treatments, such that they became dis-
tressed (more than simply physiological
withdrawal symptoms) each time new med-
icines were tried. In the end, through allow-
ing the patients to take the new and the old
drugs together, the weaning was effected,
followed by significant improvement. Sev-
enth, the meaning of side effects may have
an effect on individual responses. The tim-
ing of interpretation of side effects may be
significant. Thus, in one study patients who
were told prior to preseription of drugs that
an unpleasant side effect (dry mouth) was
correlated with improvement did less well
than patients not given any side effect in-
terpretation (59), whereas in a pilot study
in which correlation was made to patients
after such side effects occurred, patients ap-
peared to have a positive response. Eighth,
there are patients who respond to sympto-

’
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matic improvement from drugs by self-de-
struetive acting out, such as leaving treat-
ment prematurely, getting even with the
family, leaving one's spouse, telling off the
boss, ete. On the other hand, there is evi-
dence that some action-oriented individuals
feel more distressed if tranquilized with
drugs which have considerable sedative side
effects (20, 83). Finally, some basically
very anxious or fearful patients, such as
many schizophrenie patients, may become
more disturbed when given energizers for
depression, and a few reports have suggested
that some passive patients may simply be-
come more passive when given tranquilizers
for relief of therapeutically necessary anxi-
ety. These negative drug response factors in-
dicate just one area in need of eareful evalu-
ation in combined drug-psychotherapy re-
search.

There are inmumerable research findings
of drug-related variables which may be of
great interest to the psychopharmacologist
but of little help to the practicing psychia-
trist in preseribing drugs. For instance,
studies of neurotics have suggested that
various patient characteristies, such as
chronicity of illness and a patient’s past ex-
perience with psychoactive drugs, are corre-
lated with drug response (69, 77). Social
class of the doctor and patient may play a
role in response to drugs (97). Some studies
have produced very precise statistical
findings; for instance, in one study it was
found that the heavier, male, married, anx-
ious, neurotic patient who was less well
liked by his doector responded better to me-
probamate than to placebo, as compared
with the slim, single, anxious, neurotic
woman who was well liked by her doctor
(95). No attempt is made here to summa-
rize the mass of such research findings, too
often contradictory, which, however, may
be slowly building up a significant body of
knowledge for the theoretician and the
practitioner of the future.
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DEFINITION B

Are there findings from controlled drug
studies which are of major day-to-day use-
fulness to the practitioner regardless of the
kind of treatment, that is, independent of
drug therapy?

For neurotic outpatients, the “law of ini-
tial value” has been demonstrated (93, 96,
103). Thus, we find that the initially more
anxious patients tend to show more sympto-
matic improvement than initially less dis-
tressed patients (although still tending to
retain a higher general level of tension than
the patients who were initially less dis-
tressed), regardless of preseription of drug
or placebo, or no pill at all. This confirms
the authors’ elinical impressions, who have
found the law of initial value particularly
noticeable at the Johns Hopkins University
Psychological Clinie where dramatically
distressed college students often improve
markedly after their first visit. This is a
very hopeful finding concerning such pa-
tients, which is of help not only in working
with them but in advising and reassuring
residents who evaluate and treat them.
Shaffer® confirmed the usefulness of this
concept in working with young adults. It
must be added, however, that this principle
is relatively unreliable with clearly schizo-
phrenie patients.

There are indications from research that
the clearer a patient is concerning the na-
ture and meaning of the treatment ap-
proach, the more rapidly he improves (27,
41, 69, 70). If this is true, it behooves us all
to explain earefully our treatment approach
and plans to our patients unless there are
specific indications not to do so.

Evaluations of therapist characteristics
in drug studies indicate that genuinely
confident, positive feelings by the therapist

3 Shaffer, G. W., Director of the Psvchological
Clinic and Retired Dean of the Homewood
Schools, Johns Hopkins University. Personal com-
munications, 1967.
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for his treatment and warmth* for his pa-
tient have a beneficial effect regardless of
whether drugs are prescribed (69, 93). This
reinforces the general prineiple that in all
treatments, even brief drug therapy, the
therapist should earefully and honestly con-
sider his feelings for his patient.

DISCUSSION

If the findings from controlled drug re-
search are summarized, what do we have
with regard to clinical applicability for the
practitioner using drugs? It would appear
that such research has made significant
contributions to the pharmacotherapy of
schizophrenia and severe mood disorders.
However, has all the controlled drug re-
search in recent vears done much more than
reassured us, particularly the skepties
among us, that certain gross eclinical im-
pressions are valid, that drug therapy is
applicable to mental illness, that phenothia-
zines and similar compounds significantly
affect the symptomatology of psychotie pa-
tients, that the trieyelic drugs and lithium
are useful for major mood disorders, that if
one drug does not seem to work we should
often try another rather than stop drug ther-
apy, and that all kinds of pills are sympto-
matically welcomed by neurotic patients?
One might add that pharmacological re-
search has been of help in evaluating drug
metabolism, dosage levels, response times,
dangers and medical contraindications, and
addiction problems, vet we still do not know
how these drugs work, just as we still do not
know how electroconvulsive therapy works.
We are not in a position to prescribe a spe-
cifie drug by the ideal method of evaluating
its biochemical activity in relation to the pa-
tient’s metabolism, but rather we must
choose the phenothiazine, tricyclic antide-

*Rickels, K., Lipman, R. 8., Park, L. C., Covi,
L., Uhlenhuth, E. H. and Mock, J. E. Drug, doe-
tor warmth and elinic setting in the symptomatie
response to pharmacotherapy. Unpublished man-
useript, 1970.
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pressant, or minor tranquilizer we believe
in, know best, or which has minimal side ef-
feet problems for the individual patient.
Then we change to or add another drug if
the first prescription is ineffective or pro-
duces unexpected side effects. We may, how-
ever, be approaching biochemical specificity
in the area of mood and amine metabolism
(22).

There are heroie efforts by some careful
researchers (32, 51, 52, 88, 104) to evaluate
drug study data with the necessary fine-
toothed comb, aiming toward the day when
we can select just that subtype of drug
which will be best for the specifie patient.
Likewise, the development of a program by
the Psychopharmacology Research Branch
of NIMH to pool data from large numbers
of divergent studies will facilitate elari-
fication of subtle effects of innumerable
variables which require tremendous num-
bers of patients (56). At the other extreme,
there is developing more interest and so-
phistication in studying single individuals
or small groups longitudinally, as well as
cross-sections of large groups (10, 22, 85).
Such studies hold great promise of bringing
factors into focus that would be washed out
in more gross populations. The objectivity
and care involved in some of these projects
give us hope concerning the future applica-
bility of research results for the practi-
tioner.

It is our conclusion, however, that the
mushrooming of eclinical drug research in
the past 15 years has had a heuristie signi-
ficance above and beyond the overt goal of
finding “the right drug for the right pa-
tient” (54). Considered in historical
perspective, perhaps the greatest value of
this age of drug research has been that it
has helped break the fixation on the non-
directive approach to psychotherapy as the
only one of real value. Only those of us in
the field prior to the use of drugs know how
passive we tended to be in residency train-
ing, trying to apply psychoanalytic meth-
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ods to hospitalized psychotic or other pa-
tients who couldn’t respond to such an ap-
proach.

From the point of view of research meth-
odology. the idea that medicine is of use in
the treatment of mental illness has allowed
the introduetion into psychiatrie research of
a marvelous variable, the “pill.” This is so
solid, so specifie, so easy to quantify and
control. It even allows us to study
“dummy” treatment. Drug research has im-
pressed upon us the therapeutie significance
of the doctor’s belief in himself and his
treatment, and the importance of double
blind and other methods to control for this
influence when trying to compare treat-
ments, not only in psychopharmacology but
in all areas of research concerned with fac-
tors influencing patient symptoms and ad-
justment.  Psychopharmacologists  have
taken a leading role in developing the use of
refined statistical techniques and computers
in psyehiatrie research. The sometimes de-
humanizing approach of psychopharma-
cological research methods has even had its
recent constructive reverberations in pro-
voking a fresh concern for the patient’s
rights (70). Along this line, psychiatric re-
search and treatment are finally departing
from the mystery-shrouded hocus pocus
which began with the primitive medicine
man and has continued as a tradition until
finally the patient can know what is going
on because the professional has effective
treatments based on secientific principles
(87). This is a particularly important issue
in working with psyechiatrie patients, since
it is clearly antipsychotherapeutic to use
deceptive research procedures with someone
who is likely to be coming for help in the
first place because of problems in relation-
ships involving such things as distorted
communications, deceit, being used, fear of
being honest, ete. (15).

From a “preventive medicine” point of
view, the frequently contradictory research
results, despite carcful control of variables,
remind us of our ignorance and caution us
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against flowery advertisements or too cer-
tain opinions that different phenothiazines
do this or that terribly important different
thing or that minor tranquilizers are tre-
mendously more effective than placebo, and
so forth. We would so much like to believe
all this, that it is important to have good
research and cool heads to bring us back to
cold reality time and again. Thus, Beecher
(3) recently indicated the resistance to the
repeated proof of the powerful effect of pla-
cebo factors, If we do so well with “nothing
pills,” completely separate from all our
carefully laid seientific plans, are we “bril-
liant” scientists or do we fear we are just
additional bit players in the human scene
(80, 102)?

Finally, the findings of drug research are
helping us to learn more about the function-
ing of the normal and disturbed mind and
various factors which influence it, stimulat-
ing good research beyond the scope of ap-
plied psychopharmacology. Studies of doc-
tor and patient variables which influence
drug response contribute to theories of
human behavior, and interaction. For in-
stance, studies of responses of schizophrenies
to phenothiazines have not only supported
the perspicacity of Bleuler (30), who had to
work without statistically refined methods
and computers, but are also leading us into a
new Kraepelinian-like deseriptive period of
computer-grouped, drug-influenced patient
variables which may hopefully be conceptu-
alized into an increased understanding of
schizophrenia by the Bleulers among us if
they search beyond the narrow confines of
statistics and methodologies (32, 67). Simi-
lar responses to certain drugs by neuroties of
different diagnostic labels and different
symptoms may lead to groupings of factors
by drug response which enlarge our view of
neurotic illness. Wittenborn (104) discussed
the importance for drug research of devel-
oping symptom subscales to evaluate anxi-
ety of different types, degrees, causes, and
expressions, and he indicated the broad im-
plications of such work for development of
anxiety theory. Animal and human meta-
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bolic studies of actions of psychoactive
drugs have opened new avenues for learning
how the central nervous system funetions at
a neurochemieal level (22,24).

Thus, it appears that controlled drug re-
search may paradoxically make some of its
greatest contributions in the area of non-
drug factors or nonspecific factors. How-
ever, to apply these terms to what we learn
about people as opposed to what we learn
about chemicals is to be questioned. Rele-
gating complex psychological issues to the
category of nondrug factors would be anal-
ogous to dividing human beings into Eski-
mos and non-Eskimos. This notion can be
carried to amazing extremes. Thus, because
drug effects are relatively so important in
the treatment of schizophrenia, it has been
suggested that nonspecific factors are only
mmportant for “small treatments with small
citing, for example, that there
has never been any research on such factors
in the treatment of general paresis with
penicillin (39). However, one could argue
(equally unrealistically) that since acutely
suicidal patients represent the major psy-
chiatrie emergency and require concerned
communication and protection but do not
respond with immediate hope to a handful
of pills, drugs are only important for “small
treatments with small illnesses.”

“Nondrug factor” seems analogous to the
“transference cure’” expression of psychoan-
alytie writers, another phrase more timely
than timeless, which tended to ecover in
blanket fashion and sometimes to demean
various critical factors in patient improve-
ment not valued by that group’s theoretieal
treatment approach (68). “Placebo effect”
is another related term which has been
found to cover a wealth of eritical factors in
human behavior (29, 42, 43, 69, 80, 87,
99). It is intriguing that “nondrug factors”
and “placebo effect” have had among their
various definitions the identical one of indi-
cating those factors in patient response
which are not pharmacological drug effects.
These terms can blind us to an ecleetic ap-

illnesses,”

proach and to integrating knowledge gained
in other ways and in other times. It is our
contention that “nondrug factors” is a term
concerned with much more than psycho-
pharmacology and beckons not just to the
present and future but to Pinel, Kraepelin,
Bleuler, Freud, Meyer, Sullivan, and other
giants of the past.

Considered in historical perspective, psy-
chiatry has had its eyeles, periods, and
fads, varying in meaningfulness. The 19th
century had its earlier wave of moral ther-
apy for the neglected and untreated psy-
chotie patient, followed in the latter half of
that century by a mechanistic period (106).
Freud brought us into the 20th century with
a psychodynamic approach again, but the
development of means to study biochemieal
factors has ushered basic science into cur-
rent prominence in psychiatry. At the same
time, our social conscience has been rea-
roused to bring “moral therapy” to ne-
gleeted, underprivileged groups with a new
term, “community psychiatry.” These “cy-
cles” have obviously not been purely eyeli-
cal but have brought new knowledge to us.
However, there is the tendeney in such a
process for new knowledge to be at first
rejected and then for old knowledge to be
discarded as the new period gains competi-
tive status. For instance, we have “discov-
ered” community psychiatry, which, as has
been pointed out by FElkes® was an ap-
proach urged by Adolph Meyer (64) in
1913 but which was all but forgotten be-
cause it did not have status in that period.
We have witnessed also the early struggle
of psychopharmacologists for a fair hearing
in an era which was hostile to direct inter-
vention as opposed to insight therapy, fol-
lowed by the current psychodynamieally
naive drug literature.

A mature approach to new periods of de-
velopment of an idea or a science is to
avoid this natural human failing to consider

*Elkes, J., Chairman, Department of Psychi-
atry and Behavioral Seiences, Johns Hopkins Uni-
versity School of Medicine. Personal communi-
cation, 1966.
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ourselves so unique as to have discovered
something completely new which warrants
discarding the past (48, 49, 91), as Laotzu
(7, pp. 25-26)% suggested approximately
600 years B.C.:

People through finding something beau-
tiful

Think something else unbeautiful,

Through finding one man fit

Judge another unfit.

Life and death, though stemming from
each other, seem to conflict as stages
of change,

Difficult and easy as phases of achieve-
ment,

Long and short as measures of contrast,

High and low as degrees of relation;

But, since the varying of tones gives
music to a voice,

And what is is the was of what shall be,

The sanest man

Sets up no deed,

Lays down no law,

Takes evervthing that happens as it
comes,

As something to animate, not to ap-
propriate,

To earn, not to own,

To accept naturally without self-im-
portance:

If you never assume importance

You never lose it.

Practical guidelines: 1f we consider drug
treatment as an approach of proven useful-
ness which must be integrated with other ap-
proaches, then we can apply what we have
learned about drugs to individual patients.
First of all, it is clear that drugs are to be
prescribed for relief of symptoms, along with
alteration of behavior and certain pathologi-
cal thoughts, but are not to be considered
magical agents for instant erasure of intense
feelings of loneliness or emptiness, or for im-
mediate relearning of faulty habits and in-
appropriate patterns in relating to oneself or

“Copyright © 1944 by Witter Bynner. Re-
printed from The Way of Life According to
Laotzu, translated by Witter Bynner, by permis-
sion of The John Day Company, Inc., publisher.

others; for the individual who cannot initiate
his own relearning, the latter can only come
either through “corrective” interpersonal
emotional experiences, which can sometimes
be facilitated by drugs, or by communication
to him of new ideas. Drugs in themselves
cannot re-educate, retrain or rehabilitate.
For instance, pharmacotherapy seems par-
ticularly impotent when used in the absence
of psychotherapy and/or family therapy in
children and adolescents, and antidepres-
sants seem particularly inadequate when
used without intensive psychotherapy for
treating depressed late adolescents and
voung adults (37). On the other hand, cer-
tain motivated patients can show good thera-
peutic response when drugs decrease severe
symptoms and/or disordered thinking to the
point that they ean conceptualize and deal
effectively, on their own, with family or
other interpersonal difficulties (58).

We should keep foremost in mind that all
patients have problems in relationships, and
that most patients of all social classes these
days want to work on these problems, hop-
ing for something more meaningful and
lasting than only some relief of symptoma-
tology (14, 65), although they do often
want drugs in erisis situations or when first
starting treatment. This not only is our
general clinical experience, but is indicated
even when lower socioeconomic drug study
subjects are carefully questioned (71). Fur-
ther, there are many patients for whom a
nondirective, psychoanalytically oriented
approach is optimal and for whom a pre-
seription of medication could represent a
lazy or ignorant approach by the therapist
which can be resented by the perceptive pa-
tient.

Following are general guidelines for elini-
cal use of psychoactive drugs, based on
an integration of current research and
clinical experience.” Selecting the right

"It is not our purpose here to discuss use of
sedatives for sleep, dosages, physiological dangers
including addiction, or general pharmacotherapeu-
tic principles such as the safety of withdrawing

one drug before prescribing another, giving as few
drugs as possible, ete.
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drug: Research has not as yet demon-
strated the wvalue of trying to select a
specific drug uniquely effective for a
specific patient. Rather, it is usually impor-
tant only to select the right category of drugs,
with special attention being paid to side ef-
feets and medical contraindications. There
are, in addition to lithium, three proven
major categories of psychoactive agents at
present: phenothiazines, tricyclies, and
minor tranquilizers. Other antipsychotic and
mood-altering agents are either less or only
cqually effective or are less safe. If the pa-
tient is schizophrenic, a popular phenothia-
zine should be selected, usually the one with
which the therapist is most familiar regard-
ing effective dosages. Sedative vs. extrapy-
ramidal side effects of the phenothiazine
should be considered in relation to the pa-
tient’s needs, along with indications for
anti-Parkinson medication. The inconstant
side effects of thioridazine on sexual fune-
tions might be speeific consideration for cer-
tain patients. If the patient is depressed, a
popular tricyelic drug is indicated; if such a
patient iz also agitated, a phenothiazine
should be eonsidered in combination with the
antidepressant. If the seriously depressed
patient is unresponsive to a trieyelie, other
somatic therapies to be considered are mono-
amine oxidase inhibitors and electro- or in-
halant (Indoklon) eonvulsive treatment. Tf
the patient is manie, a phenothiazine and/or
lithium would be the drugs of choice, with
the possible addition of an antidepressant
for a eyclical major mood disorder. If the pa-
tient presents with anxious neurotic symp-
tomatology, any one of many minor tran-
quilizers can be considered as probably
better than placebo. If such a patient does
not experience relief with psychotherapy and
minor tranquilizers, a phenothiazine or anti-
depressant should be considered in a diag-
nostic-therapeutic approach.

Thus, it is rather easy in the present state
of knowledge to choose which medication to
use according to the diagnostic picture pre-
sented by a patient. It is more diffieult to
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determine when and with what approach to
prescribe a drug for a given patient.

When to preseribe a drug: We should
generally use drugs for patients with se-
verely disturbed affect, thought processes,
and/or behavior, especially those patients
20 incapacitated as to require hospitaliza-
tion, Before hospitalizing a patient because
of decompensation or suicidal risk, we
should consider the possibility that immedi-
ate institution of drug therapy might
allow continuation of outpatient status, if
the family can cooperate through extra as-
sistance at home. We should consider drugs
with the seriously distressed neurotic pa-
tient, to tide him over the initial period of
therapy until the distress level abates some-
what and/or to reduce distress to a level
that allows him to participate effectively in
psychotherapy. We should, however, try to
rule out the possibility that relief of distress
by drugs will result in a conviction the
problem is only physical, in a “flight to
health” and a premature termination of
therapy, in other forms of “acting out,” or
in development of other inappropriate de-
fenses. Drugs should be considered when
there is no improvement on psychotherapy
alone and/or if the patient cannot make
adequate use of verbal experience. We
should also think of drugs if we do not have
the time or capability to help the patient
find out or act on the problems producing
his symptoms. This will often be a factor in
a busy clinie situation. This would also be
the case with the general practitioner or in-
ternist who might not have the time, inter-
est, or experience required for psychothera-
peutie intervention, yet who would feel that
the patient did not require the attention of
a psychiatrist.

A physician who does not like a patient
but who is unable or reluctant to arrange a
change in doctors might consider drugs to
add a positive factor in such an unhappy
situation. Research data suggest that drugs
would be particularly helpful here if the
doctor has some natural enthusiasm for
pharmacotherapy.
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Drugs should also be considered if there
is difficulty ecommunicating with or relating
to an autistic or withdrawn patient, with
the prescription carefully treasured as one
of the few chances to communicate to the
patient that we will not hurt and that we do
care. The timing can be very important
here. Thus, sometimes it is helpful to wait a
few sessions to conceptualize such a pa-
tient’s problems before preseribing a drug,
so that he can be given a specific therapeu-
tic reason for the drug; for instance, a
schizophrenic patient with a fear of the
doctor might be told that the drug will help
settle him down and enable him to commu-
nicate more comfortably.

In general, the more serious the illness,
the longer the patient will require medica-
tion, with many psychotic patients on
maintenance dosages indefinitely. Decision
to discontinue medication also requires
careful thought, with symptomatic im-
provement being only one of many factors
to be considered.

With what approach should a drug be
prescribed? Research data have reinforced
clinical knowledge that the prescription of a
pill to a psychiatrie patient involves a great
deal more than a mechanical procedure.
The patient responds to the pill even before
he swallows it, just as so many individuals
respond to a Bufferin advertisement long
before the pill reaches the blood stream, as
pharmaceutical advertisers are well aware.
The patient responds on the basis of his
own preconceived expectations interacting
with the therapists’s manifest attitudes. He
is more likely to respond positively if the
therapist takes a reasonably warm, genuine,
and hopeful approach.

Further, in the section of the paper dis-
cussing psychotherapy in relation to phar-
macotherapy, various examples of contrain-
dications to drug therapy were presented.
Before preseribing a drug, even if the cate-
gory of drugs can be selected and if the
timing appears appropriate, the meaning to
the patient of preseribing a drug should be
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explored as an essential step in psychother-
apeutic intervention. The meaning as far as
the therapist is concerned should be ex-
plained and likely side effects presented for
discussion along with mutual evaluation of
the patient’s past experience with drugs. If
a patient still appears likely to respond
with a paradoxically negative meaning of
his own, and if drug therapy is not acutely
necessary, it often should be postponed. If
he is an outpatient, he cannot be forced to
take the drug properly anyvhow. Further-
more, in some cases it is therapeutic to rely
somewhat on the patient’s judgment in
self-management of dosage. Of course, the
issue of the patient trying to control ther-
apy should be considered in this situation.
Along this line, a reason for prescribing
drugs can be that the patient indicates he is
medically oriented and wants medicine—
and a reason for not preseribing drugs can
be that the patient doesn’t want medicine.
On the other hand, we might hesitate to
preseribe a drug for a patient if it is felt
that the patient is mainly seeking passive-
dependency and/or is addiction-prone, and
we might insist on medication even if a psy-
chotie patient is resistive on a delusional
basis. However, there should be the greatest
attempt to maintain the therapeutic rela-
tionship on a demoecratic, consultative,
evocative-leadership basis (4, 15, 37, 38, 40,
98). How the therapist approaches drug
prescription ean often be a major chapter in
the patient’s learning about the therapist’s
interpersonal, leadership, and intuitive pat-
terns and capabilities.

SUMMARY

A review of psychopharmacological re-
search methodology and findings has been
presented, with special attention to clinical
applicability vs. heuristic value. From the
point of view of practical clinical applica-
bility, we have not learned a great deal
more through research than we have
learned through clinical experience. On the
other hand, the heuristic value of drug re-
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search has been great in terms of opening
new approaches to understanding and in-
fluencing mental funetioning and psycho-
pathology, and in the development of re-
search methodology for the behavioral sei-
ences. Viewing pharmacotherapy in appro-
priate clinical context and perspective, we
ean apply what we have learned about
drugs to the individual patient. Specifie
suggestions along this line are discussed.
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