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The Ataractic Drugs: the Present Position of Chlorpromazine, Frenquel, Pacatal, and Reserpine
in Psychiatric Hospital

The ataractic drugs are so called from their ability to produce ataraxy: freedom from
confusion and anxiety. In a veterans' psychiatric unit of 550beds with a high rate of admissions
and discharges, chlorpromazine and reserpine have been intensively studied during the past
2 years and since June, 1955, Frenquel has been given to 130 patients, and Pacatal to over
250, in an effort to clarify the indications for these ataraxics in the treatment of acute and
chronic psychoses.

The experienceswith Frenquelare describedin some detail as the originallyhopeful
and eventually disillusioning results obtained may explain many ambiguous findings in this
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complex field of research. Frenquel appears to have anti-hallucinatory and physically tonic
effects in a small minority of regressed schizophrenics but to be of no value in the treatment
of acute psychoses. Reserpine has also failed to fuffil earlier expectations. It is now reserved
for the tranquillizationof arterioscleroticsand as an adjuvantin the psychotherapyof some
withdrawn schizophrenics.

Pacatal, a phenothiazine derivative recently developed in Europe, and chlorpromazine
are virtually interchangeable and synergistic. Pacatal is almost twice as strong a tranquilizer
but a weaker hypnotic. It is mildly euphoriant and strongly parasympatholytic unlike chlor
promazine, a sympatholytic and depressant. Both are indicated in the symptomatic relief of
psychomotor excitation, aggression, destructiveness, restlessness, and tension in acute and
chronic psychoses. A combination of both, in which their mutually antagonistic autonomic
effects reduce the incidence of complications and abolish the Parkinsonian syndrome, is
yielding promising results.

In this study these drugs have significantly reduced the need for E.C.T. and lobotomy
without replacing these valuable methods of treatment. The seclusion of disturbed patients
has been reduced to one-tenth. Since July, 1955, insulin coma therapy has been replaced by
group psychotherapy using ataraxics as adjuvants. Over twice the number of patients can be
treated, so far with better results.The dischargesduring 1955outnumberedthe admissions;
the hospital atmosphere is calmer, and there is increased confidence and optimism. These
latter factors cannot be ignored.

Alone, ataraxics merely modify symptoms but in conjunction with psychotherapy they
open up wide vistas of therapeutic promise.

(Author's Abstr.)

A Tho-year Evaluation of Chiorpromazine in Clinical Research and Practice
In conclusion, it is believed that chiorpromazine has established itself as a useful

therapeutic tool in the treatment of mental illness. It is a relatively safe drug, and although
the side-effectsare many, serious or permanent sequelae are almost unknown. In regard to
its therapeutic effect in our case material much is left to be desired. Its range of application
appears to be narrow, being most effective in agitated, hyperactive, and overtly anxious
patients, with much more limited value in depression, or with obsessive patients manifesting
little or no increase in motor function. It is palliative rather than curative. It can intensify
anxiety and precipitate depression and psychotic symptoms as well as alleviate them. Its
major advantage lies in its tranquilizing action without accompanying marked drowsiness
or confusion.Its valueas an adjunct to psychotherapyis still to be evaluated.

Chlorpromazine has been a major force in firmly launching us into the era of psycho
pharmacology. We are still suffering, however, from all the uncertainties and hesitation of a
pioneer venture. This should not deter us from continued investigation and progress.

(Authors' Abstr.)

Methyl-Phenidylacetate Hydrochloride (Ritalin) in the Treatment of Chronic Schizophrenic
Patients

In this group of 50 chronic schizophrenic patients, half of whom received Ritalin and half
an identical appearing placebo the Ritalin was without demonstrable effect. Six of those on
Ritalin showed a decrease in appetite, abdominal discomfort, and weight loss during the test.

(Authors' Abstr.)
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The Time Sense
Thirty-seven schizophrenic patients were compared with 41 control subjects with respect

to their estimation of one clock second's duration. It was found that the group of patients had
a significantlysmallersecondestimationpoint (SEP) when tested by a â€œ¿�passiveâ€•method
than did the control group. Patients and control subjects were surprisingly stable in their
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estimates. The effect of providing information of the actual duration of a clock second was
studied in both groups. The relation of these findings to the psychopathology of schizophrenia
is briefly discussed.

(Authors' Abstr.)

Glutathione Levels in Mental and Physical illness
The authors' findings of lower levels of reduced GSH in schizophrenics than in normals

confirm reports of other workers. This finding is not specific for schizophrenic patients, since
we find it also in patients with various intercurrent diseases.There appears to be a relationship
between lower GSH levels and high levels of serum globulin. These results are compared
with those which we reported earlier regarding the speed of adrenaline oxidation. In that
study, many patients without psychosis, but with other disease processes, similarly showed
changes characteristically seen in psychotics. In some instances, however, where adrenaline
metabolism was altered, the GSH levels were in the normal range. The question whether the
same enzymatic system may affect both indicators, or whether they are more indirectly related
to each other, is discussed. Further explorations of the role of ceruloplasmin and/or closely
related substances in association with these biochemical abnormalities are presented in a
separate paper.

(Authors' Abstr.)

Studies of the Role of Ceruloplasmin and Albumin in Adrenaline Metabolism
In this study the authors have attempted to isolate those substances which influence the

speed of oxidation of adrenaline as determined in an in vitro test. Data presented indicate
that ceruloplasmin, a copper globulin, is the important oxidizing substance and that albumin
is an active inhibitor of this process.

(Authors' Abstr.)

EEG During Electroconvulsive Therapy with Succinykholine
Electroencephalographic tracings were made on 15 psychiatric patients during electro

convulsive therapy premedicated with thiopental sodium and atropine and immobilized
with succinyicholine.

The electroencephalographic changes consisted in the appearance of(a) high-voltage slow
waves mixed with fast activity after thiopental sodium and atropine; (b) a transitory burst
of muscle after succinyicholine, followed by disappearance of all muscle activity; (c) fast
activity, followed by spike and wave patterns with a strong 3-per-second spike-dome com
ponent following electroconvulsive treatment ; (d) a flattening of all activity with or without
administration of oxygen 30 seconds after stimulation; and (e) irregular high-voltage slow
waves during the stupor period.

(Authors' Abstr.)

Chlorpromazine and Hepatic Function
The hepatic function of 30 medical and 33 psychiatric patients under treatment with

chiorpromazine was studied.
No changes were found, and it is considered that routine liver function tests are of no

value for predicting the development of hepatotoxicity.
The etiology ofjaundice following chlorpromazine and other drugs is discussed, and two

case histories are presented.
(Authors' Abstr.)
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A Study of the Red Nucleus in the Rhesus Monkey. Anatomic Degenerations and Physiologic
Effects Resulting from Localized Lesions of the Red Nucleus

An attempt was made to produce localized stereotaxic lesions of the red nucleus in a
series of 25 rhesus monkeys in order to study the resulting physiologic effects and anatomic
degenerations. Animals were carefully observed before and after surgery; cinematographic
records were taken of noteworthy physiologic phenomena. Serial sections of the brains and
portions of the spinal cords of these animals were stained according to the Marchi technique;
every 10th section was mounted.

Localized red nucleus lesions were produced in 12 monkeys ; such lesions were considered
worthy of detailed analysis in 10 animals. Lesions were considered unilateral if more than
15 per cent. of the total volume of the red nucleus was destroyed on one side and bilateral
if more than 15per cent. of the volume of the red nucleus was destroyed on each side. Accord
ing to this criterion, 5 animals had unilateral lesions and 5 had bilateral lesions. Percentile
volumes of the red nucleus destroyed in these animals varied from 1. 7 to 51 per cent. The
percentile volumes of the red nucleus destroyed in animals with unilateral lesions averaged
26 6 per cent. and 27 .2 per cent. in those with bilateral lesions. The following conclusions
were drawn:

1. Fibers originating in the red nucleus project ipsilaterally to the arcuate nucleus of the
thalamus via the thalamic fasciculus. Such fibers appear to arise from both the rostral and
caudal halves of the red nucleus.
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2. Fibers originating in the red nucleus project to the globus pallidus via the ventral
division of the ansa lenticularis. These fibers arise from both rostral and caudal halves of the
red nucleus and appear to be mainly uncrossed.

3. Fibers originating in the caudal half of the red nucleus project to the ipsilateral
subthalamic nucleus.

4. The possibility that some fibers originating in the red nucleus project to the contra
lateral arcuate nucleus of the thalamus, the globus pallidus and the subthalamic nucleus
could not be excluded.

5. As a result of localized lesions in the red nucleus ascending Marchi degeneration also
can be followed into the lateroventral nucleus of the thalamus and into the globus pallidus
via the dorsal division of the ansa lenticularis on the same side as the lesion. Degeneration
in these sites is the same as that produced by lesions of the opposite brachium conjunctivum
below the red nucleus.

6. Lesions of the red nucleus frequentlyproduce transienttremor (simple and ataxic),
ataxia and cerebellar asynergia which disappears without residuum.

7. Bilateral lesions of the red nucleus provoked marked hypokinesis which is enduring,
but does not impair the quality of motor performance.

8. Unilateral or asymmetrical lesions of the red nucleus may provoke rotation and tilt
of the head to the sideoppositethe lesion(or the largerlesionin thecaseof bilaterallesions).
This physiologic effect may be of brief duration or persist until death or sacrifice.

9. Neither tremor, ataxia nor cerebellar asynergia phenomena of an enduring nature
result from well localized lesions ofthe red nucleus, although significant portions of the crossed
ascending limb of the brachium conjunctivum are Interrupted by such lesions.

The hypothesis is presented that tremor (simpleand ataxia), ataxia and cerebellar asynergic
phenomena do not result from lesions interrupting the crossed ascending limb of the brachium
conjunctivum at the level of the red nucleus or above.

(Author's Abstr.)
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Somatic Afferent Areas I and II of Dog's Cerebral Cortex
1. Somatic afferent areas I and II (SI and S@ of the cerebral cortex of the dog have been

mapped by the evoked potential method, using mechanical movement ofhairs or light pressure
to the skin as stimuli.

2. The body surface is so represented in SI that the animal appears to be lying with tail
and postaxial thigh on the medial wall of the hemisphere and the preaxial thigh on the dorsal
surface; the back of the animal and the occipital aspect of the head fall along the caudal
margin of the area, toward the visual cortex; the ventral surface of the trunk, the apices of
the limbs and the snout are directed rostralward. There is continuity of foci for trunk, neck
and face, but not for tail and trunk. In general, the arrangement is similar to that previously
described for the rat. The area is activated only by stimulation of the contralateral half of the
body, except for a special portion of SI, the ipsilateral face area, which forms the rostral part
of the face area.

3. 511 has been found to possess a high degree of somatotopic differentiation, in contrast
with earlier reports for this area in other species. The localization pattern is such that the
back of the animal lies inferiorly, along the dorsal border of the mania, while the limbs and
face extend upward over the anterior ectosylvian gyrus toward SI, with the snout most rostral
and the foot most caudal. The area can be activated by stimulation of both sides of the body,
responses to ipsilateral stimulation being approximately half as large as those to contralateral
stimulation.

4. Tunturi's third auditory area lies within the face subdivision of Sil.
(Authors' Abstr.)

Role of Auditory Cortex in Discrimination Requiring Localization of Sound in Space
I. Catsweretrainedto makea responserequiringlocalizationof soundin space.Lesions

were then made in the cortical projection areas of the auditory system.
2. After bilateral ablation of Al and, in some cases, of All and Ep, a severe deficit in

performance was found. In contrast, response to visual cues in the same situation was readily
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learned, and control animals with ablation of non-auditory cortex retained the sound
localization habit and showed no deficit in performance.

3. Performance improved when the experimental situation was changed so that less
accurate localization of sound in space was required and less chance was allowed for a change
from the initial direction of a response.

4. Several hypotheses are suggested as to the role of the auditory projection areas in the
control of behavior involving localization of sound in space.

(Authors' Abstr.)
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Benign Tumors at the Foramen Magnum: Surgical Considerations. Dodge, H. W., fr.,
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The Results of Surgical Treatment of Intracranial Aneurysms as Demonstrated by
Progress Arteriography. Mount, L. A., and Taverns, J. M. . . . . . . . . 618
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VOL. 14 JANUARY, 1957
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Fatal Brain-Stem Shift Following Hemispherectomy. Cabieses, F., et al. . . . . 74

Acetykholine and Serotonin in the Spinal Fluid
1. Spinal fluid acetylcholine and serotonin determinations have been done on a series
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