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Clinical observation during the combined 
use of mescaline and chlorpromazine as thera­
peutic agents in a psychodynamic frame of 
reference suggested that anxiety played an im­
portant role in the genesis of the mescaline­
induced state, and was one of the determinants 
of the end result (1). Anxiety appeared to be 
the "motor" driving the psychic state evoked 
by mescaline. When the drug gave rise to an 
acute unbearable and intolerable state of 
anxiety, symptoms developed rapidly. By 
freely associating thoughts and discharging 
feelings, patients became aware of hitherto re­
pressed elements in their past life. The injec­
tion of chlorpromazine rapidly blocked the 
mescaline-induced state, leading to tran­
quility, lethargy and somnolence (2). After­
wards it was possible to review retrospectively 
the newly found material. On the other hand, 
when anxiety was Jacking followirig the injec­
tion of mescaline, dullness, apathy and few 
symptoms were observed. There was a marked 
paucity of inner experiences, and few freely 
associated thoughts were available for analysis. 

To what extent, if any, does anxiety in­
fluence the therapeutic action of mescaline? Is 
anxiety at all necessary? If the patient could 
experience the mescaline-induced state with­
out the all pervasive anxiety, could the end 
result thereby be facilitated and enhanced? 

It was believed that premedication with 
various compounds capable of blocking the 
action of mescaline might selectively inhibit 
the tension-anxiety component. In this setting 
the role of anxiety in symptom formation and 
therapy could be studied. 

MATERIALS AND METHODS 

Twenty-three female and 19 male patients, 
ranging in age from 16 to 42 years, were 
studied ( table 1); 35 were schizophrenic 
(table 2). The interval between admission and 
treatment was 10 days or less in 24 patients 
(table 3). 

Either chlorpromazine hydrochloride (50 

74 

mg.), promethazine hydrochloride (50 mg.), 
diethazine (250 mg.), or saline (2 cc.) was used 
as premedication (table 4). After initial trials 
with promethazine hydrochloride in six pa­
tients, the rest of the study was done blind. 
Neither the patient, ward personnel nor the 
physician was aware of the premedication used. 
The following procedure was used: Patients 
were selected at random on the day of admis­
sion, without prior knowledge of diagnosis, 
clinical condition or previous treatment. 
Initial data were secured at the preliminary 
interview. The premedication was given by 
intramuscular injection one-half hour before 
mescaline. One-half gram of mescaline sulfate 
dissolved in 20 cc. of physiologic saline was 
then injected intravenously. The patient was 
asked to freely associate his thoughts and ex­
press his feelings. After 45-60 minutes, either 
chlorpromazine (100 mg.) or saline was in­
jected to terminate the treatment period. The 
patient was interviewed in the afternoon and 
on the following day. The code for each pa­
tient was revealed and the data assembled 
after the clinical results had been assessed 
and the study terminated. 

RESULTS 

1) Premedication with either chlorpromazine, 
diethazine or promethazine. Before the injection 
of mescaline, many patients who had received 
either of the phenothiazine compounds lay 
quietly on the bed. They responded to ques­
tions slowly, were lethargic and frequently 
said, "I'm sleepy." The initial symptoms of 
nausea, retching and vomiting were absent in 
almost all. The desire to urinate and to defe­
cate, so often expressed immediately following 
the injection of mescaline, was rare. While the 
anxiety complex (tension, anxiety, panic, un­
easiness and restlessness) was present at times, 
it was quantitatively decreased when com­
pared to patients without premedication. 
Marked passivity, lethargy and unresponsive­
ness were most frequently seen. The various 
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symptoms produced by mescaline appeared 
without any particular pattern and were most 
often devoid of their affective charge. There 
was little incentive or desire to freely associ­
ate. Many of the patients stated repeatedly in 
a fatigued stereotyped fashion, "I have nothing 
to say." A striking inertness of the body 
paralleled the psychic inertia. Sexual feelings, 
either symbolic or verbalized directly, were 
infrequently observed. 

An unusual state developed in five of 13 
patients receiving diethazine before mescaline. 
These patients were extremely tense, anxious, 
restless, shouted, cried, gesticulated, com­
plained of muscular weakness, and often stag­
gered about the room. They lay ·on the floor 
and assumed bizarre postures on their hands 
and knees. They said their experiences were 
"indescribable". A panic state developed which 
was qualitatively different from that seen with 
mescaline alone. Intense fear and the appear­
ance of "being in agony", or "terribly fright­
ened", differentiated the former from the 
latter .. Almost all of the patients receiving 
die>hazine had great difficulty in verbalizing 
their feelings or thoughts. They seemed to be 
attempting to speak but were unsuccessful. 
The words, "no answer", "quiet", "sleepy", 
or "mute", were noted in their protocols. 

Case report. A 26-year-old white schizophrenic male 
received 250 mg. of diethazine, followed one-half hour 
later by 0.5 grams of mescaline. Eight minutes after the 
latter injection was terminated, he said, "I'm suffocat­
ing. I see purple flashes. I didn't know that I was 
going." He got up; walked and staggered around the 
room; fell to his hands and knees; and clutched his 
throat. Thirteen minutes after the injection he was 
noted as being in an acute panic state, gesticulating 
and shouting, "I wanna do something right but I 
can't. They're killing me. What have I done wrong 
with my life?" He clutched his throat and screamed, 
"I hate everybody. What is all this? Oh, my God, 
it'll kill me." He was asked to elaborate on the mean­
ing of these various actions and statements, but there 
was no reply. One hour after the injection of mescaline 
he was asked to describe his feelings. "It's indescribable 
horror. It comes and it goes. Horrors, horrors, horrors." 
Three minutes after the injection of chlorpromazine he 
was asked what had happened. He replied, "I can't 
describe it. It's indescribable." 

2) The patients who received saline-mes­
caline-chlorpromazine or saline-mescaline-sa­
line responded in a manner already described 
(1). Four of the five patients who received 
saline-mescaline-saline required intramuscular 

TABLE 1 

Age No. of Patients 

:,rs. 

16--19 
20-29 
30-39 
40-42 

TABLE 2.-DIAGNOSES 

Dementia praecox (all types) 
Psychoneurosis. . . . ..... 
Manic depressive, depressed .... 

2 
20 
18 
2 

Psychosis with psychopathic personality ... 
Psychosis due to alcohol. ... 

35 
3 
2 
1 
1 

TABLE 3.-TI.ME INTERVAL BETWEEN--J\D!.USSION 
AND TREATMENT ' 

1-5 
6--10 

11-19 
20-30 

>30 

Days 

TABLE4 

Treatment Technique 

12 
12 
7 
5 
6 

Diethazine-mescaline-chlorpromazine. 
Saline-mescaline-chlorpromazine .. 
Promethazine-mescaline-chlorpromazine .. . 
Chlorpromazine-mescaline-chlorpromazine .. . 
Saline-mescaline-saline .... 

No. of 
Patients 

13 
10 
9 
5 
5 

chlorpromazine after the procedure was 
terminated. Their agitation and restlessness 
were so severe that they disturbed other pa­
tients on the ward. . 

Four patients showed a complete remission 
of symptoms; eight patients showed some im­
provement; while the other 30 were unchanged 
following the treatment outlined above. Three 
of the four patients in a complete remission 
had been premedicated with promethazine 
and one with chlorpromazine. Of the eight pa­
tients who improved, one received prometh­
azine, one chlorpromazine, two diethazine, and 
four saline before mescaline. None of the pa­
tients who received the saline-mescaline-saline 
combination showed any amelioration of their 
clinical condition. 
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DISCUSSION 

to intravenous 
"ne with the usual mescaline-chlor­
ine technique followed a regular 

. The central action of mescaline in 
'unknown way placed the individual in . •t of intense anxiety that mounted in 

'· ndo with each minute. This feeling was 
e$S or directed to a specific object. Ini-
y' it was without intellectual value and 

purely on an emotional level. As 
anxiety rose, the individual felt terrorized 

d in the grip of the unknown. He would 
· 'lien frequently grasp the physician's or 

urse's hand and beg not to be left alone. 
~iWithin 20-30 minutes, various symptoms be­
~;'\ia,n to appear. At this point, the therapeutic 
sva.lue of the procedure became apparent. By 

. ; . freely associating to these symptoms, conflict 
, laden significant past memories and events 

were relived in a setting of intense emotion. 
As these feelings were discharged, the anxiety 
decreased. 

The above train of events was sharply modi­
fied when premedication prevented anxiety 
formation to any appreciable degree. The pa­
tient was already drowsy, lethargic and dull 
before the mescaline was injected. While under 
the effects of the drug, the intensity of various 
symptoms was quantitatively decreased. The 
"motor" did not seem to be functioning. The 
treatment periods were poorly productive with 
little material available for free association. 
Spontaneity was lacking, and the sessions 
were ones of question and answer. 

It is difficult to explain the curious action of 
the diethazine-mescaline combination. Di­
ethazine alone will only produce some drowsi­
ness. Large doses, such as those used in this 
study, have been noted to produce muscular 
atony with weakness in patients suffering 
from Parkinson's disease (4). The "agony and 
terror" may result from the welling up of 
unconscious conflicts unable to find a motor 
discharge. The combination of muscular weak­
ness, staggering gait and difficulty in verbaliza­
tion was noted only in those patients receiv­
ing diethazine-mescaline. 

It was not possible to draw any conclusions 
concerning the relative blocking effect of the 

various agents used. The numbers in each 
group were too small. In studies dealing with 
the action of pharmacologic agents on be­
havior, one must take into account the marked 
variability from patient to patient. The re­
sults are only meaningful if large numbers of 
patients are studied and the investigation is 
done blind. 

Freud (3) said that "all symptom formation 
would be brought about solely and in order to 
avoid anxiety ... so that anxiety would be the 
fundamental phenomenon." Symptoms are in 
reality only a mirror of the unconscious and, 
as such, represent the external symbolization 
of inner conflict. They become in this manner 
peripheral stimuli and assume meaning in con­
formance with past experiences. As the patient 
responds to these stimuli, additional anxiety is 
generated with added symptom formation . 
The process continues, assuming the character 
of a reverberating circuit, until interrupted in 
some way-in these cases with chlorpromazine. 
The absence of anxiety, on the other hand, 
leads to an inner paralysis and is reflected out­
wardly by silence. When the anxiety evoked by 
mescaline is inhibited, symptoms are fre­
quently lacking, and the therapeutic process is 
at a standstill. 

Use of the various phenothiazine compounds 
as premedication suggests that the sequence-­
anxiety-symptom formation-free association­
recall with awareness of unconscious conflict 
and discharge of feelings-is essential to the 
therapeutic process underlying the mescaline­
chlorpromazine technique. 

SUMMARY AND CONCLUSIONS 

1. Forty-two male and female patients were 
studied with the mescaline-chlorpromazine 
technique following premedication with either 
diethazine, promethazine, chlorpromazine or 
saline. 

2. Anxiety and symptom formation were 
significantly reduced when either chlor­
promazine, diethazine or promethazine was 
used before mescaline. 

3. Patients rece1vmg diethazine before 
mescaline had great difficulty in verbalizing 
their feelings or thoughts. Five of 13 patients 
developed a state featured by muscular weak-
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ness, staggering gait, difficulty in verbalization 
and acute panic. 

4. Therapeutic results were poor where the 
phenothiazine compounds were used as pre­
medication. 

S. The role of anxiety in symptom formation 
and therapy with mescaline-chlorpromazine 
has been discussed. 

I am grateful to the Smith, Kline & French Labora­
tories, Philadelphia, Pa., who, through Mr. William E. 
Kirsch, Research Associate, have provided continued 
support. Generous supplies of chlorpromazine ("Thor­
azine" SKF} and diethazine ("Diparcol" R.P.) were 
made available for study. 
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