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Abstract

In recent years, the historical record of psychedelic therapy in Europe and the Americas has undergone considerable revi-
sion. In this article, we contribute to this re-interpretation by sharing documentation relating to psychedelic therapy car-
ried out in Italy during the period 1927-1966. Our library research has uncovered one hundred publications,
documenting at least 60 clinical studies in which psychedelics were administered. There is evidence of some primacy
regarding this psychedelic research: Italy has the world record, for the twentieth century, for having carried out the lar-
gest number of clinical studies on patients with psilocybin and with lysergic acid amide (LSA); humans first received the
high dose of 500 mcg of lysergic acid diethylamide (LSD) in Italy; and LSD plus LSA, and LSD plus psilocybin, were admi-
nistered simultaneously for the first time. The most successful Italian clinical studies appear to have been those in which
psilocybin was used in the treatment of depressive states, with the observed optimal dose being that of 3 mg administered
intravenously every second or third day, alternated with placebo injections. Another therapeutic target that seems to have
provided interesting results concerns the use of LSD and psilocybin for what was then called “neurosis.” Italian psychia-
trists have also made useful contributions to theoretical aspects concerning psychedelic therapies, for example in the con-
flicting debate on the “psychotomimetic paradigm” and in the distinction between the “primary” and “secondary” effects
of these substances.
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Introduction underwent clinical experiences with LSD during the
1950s and 1960s (Grinspoon and Bakalar, 1979: 192).
Mariavittoria Mangini calculated that for the same historical
period, more than a thousand reports of clinical studies
with psychedelic therapies were published (Mangini,
1998: 381). We believe that the number is greater than
this, given that the Californian scholar only accounted
for the English-language publications, and there are
numerous publications written in other languages relating
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After a 30-year hiatus, there is new wave of interest in
psychedelic-assisted therapies. Clinical studies, utilizing
the most advanced neuroscientific investigative techniques,
are attempting to map brain activity onto the subjective phe-
nomenological experience, thereby furthering our under-
standing of the therapeutic potential of these substances.
The most promising therapeutic indications concern major
depressive states, post-traumatic stress disorder, obsessive-
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scientific publications portals, as we have verified for French,
Spanish, and Italian cases. The historical record of twentieth
century psychedelic therapies developed in non-English-
speaking countries, such as ex-Czechoslovakia (Marks,
2015), Denmark (Larsen, 2017), Argentina (Scholten, 2017),
or in specific cities, such as the case of Sainte-Anne hospital
in Paris (Edel, 2017), has more recently been revised. In this
article, we review the history of clinical psychedelic research
in Italy.

In the course of our extensive research on the history of
past and current Western psychedelic therapy (D’Arienzo
and Samorini, 2019), we uncovered significant documenta-
tion relating to psychedelic therapy carried out in Italy in
the past century. Excluding the many studies carried out
on healthy subjects during the period 1927-1966 (e.g.
Cargnello and Lukinovich, 1958; Ceroni, 1932; Gamna
et al., 1954; Gentili and Tiberi, 1966; Morselli, 1935), we
have counted 60 Italian clinical studies, in which at least
900 patients (54% males) were subjected to over 2800 treat-
ments. Of these, 238 were treatments with mescaline, 1492
with LSD, 877 with psilocybin, and 225 with lysergic acid
amide (LSA) (the latter, an ethylamide of lysergic acid, at
that time called LAE-32). The main disorders treated
were schizophrenia and other psychoses, followed by
various forms of “neuroses,” depressive states, and to a
lesser extent epilepsy and alcoholism. Written reports
from these clinical studies were found in one hundred arti-
cles, most of which were published in the Italian language,
in Italian psychiatric journals.

There is evidence for some primacy regarding Italy’s
psychedelic research. For instance, Italy has the world
record for having carried out the largest number of clinical
studies on patients with psilocybin and with LSA during the
twentieth century, and it was in Italy, in 1949, that humans
first received the high dose of 500 mcg of LSD orally, at a
time when LSD was still feared for its physical toxicity (De
Giacomo, 1951). LSD and LSA were first administered
simultaneously, LSA was administered intravenously for
the first time (Callieri and Ravetta, 1957a, 1957b), and
LSD and psilocybin were also administered simultaneously
for the first time in Italy (Bonino and Gamna, 1964a,
1964b).

In order to contextualize the Italian clinical work, we
present a chronology of Western psychedelic research.
We have divided this chronology into three successive
phases, starting at the beginning of the twentieth century
until the present day, each of which is dominated by a spe-
cific therapeutic paradigm:

- The phase of the psychotomimetic paradigm (1905—
1957) was characterized by the perception of psyche-
delics as inducers of psychotic or psychotic-like states.
This phase can be divided into two sub-phases: the
mescaline phase (1905-1945), during which mesca-
line was the preferred psychedelic; and the lysergic

phase (1945-1957), in which the use of LSD
predominated.

- The phase of the psychotherapeutic paradigm (1957—
1972) was distinguished by an emphasis on the use of
LSD, psilocybin, and LSA, primarily as tools to assist
psychotherapy. These psychedelics were valued for
their abreactive and catalysing potential, as a means
to liberate and bring awareness to unconscious mater-
ial. This phase can also be divided into two sub-
phases: the period of set and setting (1957—-1965), in
which the importance of the environmental and
social setting, and the psychological and cultural pre-
disposition of the individual (set) was emphasised;
and the period of control methodologies (1965—
1972), during which randomised control groups and
the adoption of placebo techniques gained importance
and prominence, not only in the context of psychedelic
research, but across the entire clinical field.

- The phase of the neurophenomenological approach
(2000 until present) concerns current psychedelic ther-
apies (D’Arienzo and Samorini, 2019, I: 131).

Previously, the Canadian psychiatrist Abram Hoffer pro-
posed a slightly different and less differentiated chron-
ology, recognizing the following three phases of
psychedelic research of the last century: the first (1950—
1959) was that of the psychotomimetic paradigm and the
neglect of environmental factors; the second (1960-1965)
was concerned with environmental and affective factors;
and the third (1965-1970) was concerned with forming
control groups (Hoffer, 1967: 362).

The psychotomimetic paradigm

Nowadays, much of the psychedelic research of the twenti-
eth century would be invalidated due to methodological
deficiencies or because of their singular focus on confirm-
ing the “psychotomimetic paradigm.” This paradigm was
based on the assumption that the psychological effects of
psychedelics—at those times variously called phantastica,
psychotomimetics, schizogens, psychotica, and psychoto-
gens (Osmond, 1957: 418)—resemble, mimic, or are iden-
tical to psychotic states. This concept originated long ago in
1845, when the French physician Moreau de Tours wrote a
book on cannabis, Du hachisch et de [’aliénation mental,
which influenced and helped train several generations of
psychiatrists. The essay was aimed at demonstrating the
thesis that the effects of hashish were similar to pathological
psychotic states, and suggested using this finding in two
ways: the psychiatrist could use it himself, thus experien-
cing personally what a patient feels in a psychotic
episode, assimilating it as part of his personal experiential
and educational background; or alternatively, the drug
could be tested on the mentally ill—in this case people
with psychosis—on the basis of the ancient and deep-rooted
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principle of the similia similibus curantibur, namely that
“the similar can cure the similar” (Moreau de Tours,
1845: 29-30). This interpretation became deeply rooted in
the psychiatric world, effectively founding the psychoto-
mimetic paradigm, which lasted for over a century and
which was invariably applied to psychedelic sources,
from cannabis to mescaline, LSD to psilocybin.
Following Humphry Osmond (Osmond, 1957: 418), the
term “psychotomimetic,” which replaced the previous
terms “schizogens,” “psychotogens,” “psychotica,” etc.,
was coined and proposed by Ralph W. Gerard during the
Second Conference of Neuropharmacology held in 1955
in Princeton (New Jersey, USA), the Transactions of
which were published in 1956 (Abramson, 1956).

It should be pointed out that there were many voices
against the psychotomimetic model (e.g. Bleuler, 1959;
Osmond, 1957; Walther-Biiel, 1953) and that this diatribe
involved Italian psychiatrists as well (e.g. Callieri and
Ravetta, 1955; Gamna et al., 1954; Manzini and Saraval,
1960; Tonini, 1957b).

The sharpest and most structured Italian critique of the
psychotomimetic paradigm was developed by two
Lombard psychiatrists, B. Manzini and A. Saraval, who
asserted that they had neither observed a case resembling
schizophrenia, nor even symptoms that demonstrated a
clear schizophrenic nature, during their clinical research
with LSD. They criticized supporters of the schizogenic
effect of LSD for ignoring the set of conditions that charac-
terize and define schizophrenia, namely, a disturbance of
logical associations (discordance), delirium, and autism.
According to these authors, these conditions, which occur
constantly in schizophrenia, only rarely occurred in lysergic
experiences (Manzini and Saraval, 1960).

It is also worth mentioning the observations of Bruno
Callieri and Mario Ravetta, at the Clinic of Nervous and
Mental Diseases of the University of Rome, who found
that LSD given to schizophrenics thematically enriched
their pre-existing symptomatology, but didn’t produce
any new procedural primary symptoms. On account of
their research, they not only denied the schizogenic
effects of LSD, but also refused to classify it as psychoto-
mimetic in healthy subjects, claiming that it lacked the char-
acteristic clouding of consciousness evident in psychotic
episodes. They concluded that the effects of LSD and the
other phantastica were only psychotomimetic for schizo-
phrenics and other psychotics, whilst for other psychiatric
patients and healthy subjects the effect was “eidetic”
(Callieri and Ravetta, 1955: 276), thus confirming the
deductions of the pioneering Swiss study with LSD devel-
oped by Werner Stoll in 1947 (Stoll, 1947: 318).

EXINNY3 %

Clinical approaches with psychedelics

Researchers from the Psychiatric Hospital of Pavia sum-
marized the hypotheses of psychiatrists worldwide

regarding the effects of psychedelics, by distinguishing
four categories of drug action: (a) purely schizogenic (i.e.
schizophrenic-like) action; (b) schizophrenic action; (c)
non-specific psychotoxic action; and (d) specific psycho-
toxic action (mescalinic psychosis, lysergic psychosis,
etc.) (Sogliani and Sagripanti, 1957: 190). We have
added, (e) eidetic action, as observed by Callieri and
Ravetta (Callieri and Ravetta, 1957a: 276) and, even
earlier, by the Swiss Werner Stoll (Stoll, 1947).

In documenting the history of psychedelic therapies,
especially in the “mescaline phase,” we wish to highlight
the different clinical approaches taken. In numerous
studies—and this is particularly true for the Italian ones—
the aim was primarily observational: the psychedelic was
administered to the patients in order to observe the type
of psychological reaction that they would evoke, rather
than investigating the potential therapeutic effects. Louis
Faillace called this approach “behaviorist” (Faillace,
1966: 16). This is distinct from the “physiological”
approach, which aimed to study the pharmacological
action of the drug, and from the “psychotherapeutic”
approach, which assumes some therapeutic utility of the
substance. Numerous doctors experimented with mescaline
and LSD on themselves, driven mainly by curiosity, or on
account of Moreau de Tours’ suggestion that these self-
experiments could provide a better understanding of the
mental dimensions of psychotics and other mentally ill
patients (Moreau de Tours, 1845: 34). When doctors admi-
nistered these substances to their patients, they did so mostly
with an observational spirit, rather than to try to cure indivi-
duals labeled as “eternal incurables.” Psychiatrists fre-
quently chose the most chronic psychotic patients, and this
contributed to generating confused or insignificant reactions,
except when the symptoms worsened.

In various countries, including Italy, psychedelics were
also used for psychodiagnostics and as a means of identify-
ing the appropriate therapy according to the reaction to the
drug. The one-off administration of psychoactive sub-
stances for psychodiagnostic purposes is a long-standing
psychiatric practice, involving the majority of psychoactive
drugs. For example, ethyl alcohol was administered intra-
venously to identify character types, to test cerebellar func-
tionality and for diagnosing schizophrenia (Gamna, 1965).
Psychedelics were also employed in this way, in order to
diagnose mental illness according to the psychophysical
reaction to the drug observed. This psychodiagnostic func-
tion had already been attributed to mescaline by German
scholars in the early decades of the twentieth century
(Bensheim, 1929). In France, Jean Delay used 6—-10 mg
of psilocybin administered orally to his patients for psycho-
diagnostic purposes, calling this technique oniroanalysis
(Delay et al., 1963). In Norway, Gordon Johnsen used
LSD or psilocybin as diagnostic tools to clarify the onset
of schizophrenia, endogenous psychoses, and severe neur-
oses, and at the same time, to gain insight into the best



Drug Science, Policy and Law

options for future treatment (Johnsen, 1964). In Italy, at the
Clinic of Nervous and Mental Diseases of the University of
Genoa, LSD was deemed experimentally useful for the
diagnostic and nosographic delimitation of hysteria
(Giberti and Gregoretti, 1955, 1959), and in clinical trials
at the Provincial Psychiatric Hospital of Naples, psilocybin
was also used for psychodiagnostic purposes (Gregoretti
and Sinisi, 1962).

The clinical research with mescaline

The Italian contribution to the mescaline phase of psyche-
delic research was scarce and not very incisive, reflecting
the still immature state of the psychiatric approach to the
use of phantastica during that period. Some studies on
healthy individuals and psychiatric patients were under-
taken with the aim of evaluating mescaline as a possible
“truth serum” (Baroni, 1931; Cucchi, 1939). Other
research, of a toxicological nature, concerned in vitro and
in vivo studies (De Nito, 1934; Tarsitano, 1945).
Following the German wave of research led by Julius
Zador (Zador, 1930), Camillo Duc conducted clinical
studies with subjects afflicted with ocular pathologies
(bilateral uveitis, nearsightedness, ametropia) at the
Ophthalmology section of the Maggiore Hospital in
Novara, without obtaining significant results (Duc, 1936).
At the Psychiatric Hospital of Florence, research was
carried out with mescaline on healthy subjects, to study
the perception and distortion of time. However, this had
contradictory and unsatisfactory results (Favilli, 1937).

At the Clinic of Nervous and Mental Diseases of the
University of Florence, a long clinical and theoretical
study on hallucinations was undertaken, a part of which
was devoted to experiences with mescaline. This substance
was first administered to 12 healthy subjects, in whom the
phenomena reported in the pioneering German studies
(e.g. Beringer, 1927; Zucker and Zador, 1930) were
observed: these included disturbances in the localization
of acoustic phenomena, disturbances of thermal sensitivity,
kinaesthetic  hallucinations, neuro-vegetative effects,
mental effects such as disorientation over time, and a
marked alteration of the ideational capacity and euphoria.
Mescaline was subsequently administered to 14 male
patients, all of whom had a low intellectual level, a charac-
teristic that was subsequently used to explain why the
experiences were not very constructive, and why the most
frequent adjectives used by the patients to describe their
experience were “confused” or “dazed.” The dosages admi-
nistered were 400-600 mg of mescaline sulphate, and after
a few hours, atropine was added (in one case physostig-
mine), to observe any changes in the optical phenomena
(Roberti and Heymann, 1937).

Other contradictory, and ultimately inconclusive, results
related to research carried out at the Psychiatric Hospitals
of Milan, Mombello, and Pavia on 60 patients with

schizophrenic, paraphrenic, and dysthymic syndromes,
using oral or intramuscular administration of mescaline
sulfate (Sanguineti et al., 1955, 1956; Sogliani and
Sagripanti, 1957).

The clinical research with indole
psychedelics

The Italian clinical studies conducted with indole psychede-
lics (LSD, LSA, psilocybin) were more structured and pro-
duced more significant results. In relation to LSD, Italy
should be included among the countries noted for having
developed clinical research with LSD prior to 1950. We
list the related publications in the following chronological
order: Stoll, 1947 and Condrau, 1949 (Switzerland);
Becker, 1949 (Austria); De Giacomo, 1950 (Italy);
Rostafinski, 1950 (Poland); Busch and Johnson, 1950;
and Rinkel et al., 1952 (USA).

The first Italian clinical study with LSD was developed
by Umberto De Giacomo, Director of the Salento
Interprovincial Psychiatric Hospital of Lecce. In the
1930s, he had ventured into researching “experimental cata-
tonia,” aimed at reproducing and studying schizophrenic
catatonia through the use of certain drugs, in particular bul-
bocapnine. In 1949, he administered LSD per os to 12
psychotic patients, with doses ranging from 30 to
500 mcg. The dose of 500 mcg had not yet been tested in
humans. This brings to mind, among the records of LSD
doses in humans, the exceptionally large one of 5250 mcg
administered to soldiers during US Army tests conducted
in the period 1955-1967 (Ross, 2017). As a strong sup-
porter of the purely schizogenic action of LSD, De
Giacomo was looking for the schizophrenic symptoms in
its action. In 5 subjects, he observed a complete catatonic
picture lasting a couple of hours (De Giacomo, 1950,
1951). The catatonic effect induced by LSD was rarely
found in subsequent studies, and only in psychotic subjects.
For example, in Toronto, Canada, intermittent catatonic
waxy flexibility was observed in a paranoid psychotic
patient who had undergone electro-convulsive treatments
before the lysergic session (Baker, 1967: 197).

The results of another Italian clinical study were pub-
lished the following year by Rodolfo Belsanti, who, at the
same Hospital in Lecce, administered dosages of 80—
480 mcg of LSD to 14 psychotics, concluding that LSD
has a specific schizophrenic action. In four cases, he tried
repeated administrations 2 to 3 times every 2-3 days. He
confirmed Gion Condrau’s findings in Switzerland
(Condrau, 1949), namely that schizophrenics are more
resistant than mentally ill people, and observed that in the
former “there is usually an accentuation of the previous
symptomatology, in the sense that a hebephrenic becomes
more fatuous and bizarre, a paranoid becomes more suspi-
cious, and a catatonic becomes more negativist and dumb,
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etc.” (Belsanti, 1952: 346). A few years later, however, this
psychiatrist recognized other properties of this psychedelic
when he administered two doses of 100 mcg of LSD per os
three days apart to three hebephrenic schizophrenics. He
observed in two of these patients, “a greater adherence to
the external environment, easier contact with the hospital
staff, and greater easiness of language.” He also observed
similar improvements in some neurotics which facilitated
their psychotherapeutic treatment. From this study, he con-
cluded that low doses of LSD (60-100 mcg) induced a
euphoric, disinhibiting action, which was usable in psycho-
therapy especially with neurotics (Belsanti, 1955). These
were the first Italian attempts at a psychotherapeutic,
as opposed to a purely pharmacological, approach to
psychedelics.

At the Clinic of Nervous and Mental Diseases of the
University of Palermo, the repeated administration of
LSD was tested on a group of schizophrenic women, with
dosages of 50-75 mcg administered daily for 60 consecu-
tive days. Although the characteristics of morbidity—
from a clinical-diagnostic point of view—remained con-
stant, the psychiatrists observed evident behavioral
changes, particularly starting from the eighth day of the
treatment, consisting in a discrete reduction of the autistic
sphere, with consequent greater contact and social commu-
nicability. Psychiatrists deduced LSD’s usefulness in the
psychotherapeutic field “as a facilitating drug for direct psy-
chodynamic activation” (Terrana and Corrao, 1956).

After psilocybin’s discovery by Albert Hofmann in 1958
(Hofmann et al., 1958), this molecule was introduced into
research projects for psychedelic therapies. Although the
number of clinical studies using psilocybin is low in com-
parison to those with LSD, Italy boasts the largest
number of clinical studies with this psychedelic.
Psilocybin was first tested in a French psychiatric clinic at
Sainte-Anne Hospital in Paris by Jean Delay’s team. They
observed that this new psychedelic substance frequently
facilitated a re-enactment of latent memories, like with
LSD, and the first positive result was obtained with the
case of a compulsive neurosis in a 35-year-old woman
afflicted by a heavy form of bulimia (Delay et al., 1958,
1959).

The first Italian study was undertaken at the Clinic of
Nervous and Mental Diseases of the University of
Sassari, where psilocybin was administered orally or intra-
muscularly to five “psychoneurotics’” (a term used for neu-
rotics with psychotic symptoms). However, the aim of the
study was only to evaluate the cross-tolerance of this sub-
stance with LSD (Balestrieri, 1960). Gustavo Gamna’s
team attempted three other separate clinical studies in psy-
chiatric hospitals in the metropolitan area of Turin. The sub-
jects were mostly women with undisturbed schizophrenia,
affective psychosis, or epilepsy. Psilocybin was adminis-
tered to some patients in dosages of 2 mg per day for 10
consecutive days, to others in dosages of 8 mg per day

for 10 days, whilst to others in dosages of 3-9mg as a
one-off. Except for some rare cases, the experiences did
not appear very constructive (Gamna et al., 1962).

A survey of 20 mentally ill patients was carried out at the
Provincial Psychiatric Hospital of Naples for preliminary
investigative purposes with psilocybin, which questioned
the focus on precise pathological diagnoses of the patients.
The Naples psychiatrists considered that in certain types of
research, relying on a presumed clinical diagnosis can be
confounding. For example, “in some cases patients with dif-
ferent diagnoses can have similar reactions to the substance,
and in other cases, the observations can cast considerable
doubt on the patient’s original diagnosis” (Gregoretti and
Sinisi, 1962: 858). This survey led to the categorization
of three types of response to psilocybin: (a) the “expansive
type”—with psychomotor agitation, evident anxiety, rich
ideational-emotional “productivity,” loquacity, and accept-
ance of the interview; (b) the “coerced type”—with evident
emotional tension, mimic-gestural expressions of suffering
and pain, closed and suspicious attitude, scarce spontaneous
productive expressions, and reduced possibility of contact;
and (c) the “poor type”—with very few or (at least appar-
ently) no affective expressions, total absence of productive
manifestations, inert apathetic cold attitude, and with
extreme difficulty in contact (Gregoretti and Sinisi, 1962:
856).

At the Psychiatric Hospital of Turin, the combination of
LSD (100 mcg) with psilocybin (6 mg) administered intra-
venously, one after the other, was tested on 14 mentally ill
patients, almost all of whom were schizophrenic women.
Psychiatrists came to the conclusion that “the effect of the
two drugs seems to have overlapped synergistically, ini-
tially with a prevalence of the effects of psilocybin as it
has a faster action” (Bonino and Gamna, 1964a, 1964b).

Other psychiatrists were unable to see any therapeutic
utility for psilocybin, as in the case of Bruno Callieri’s
team, who administered this indole substance to 15 patients,
mostly schizophrenics, at the Clinic of Nervous and Mental
Diseases of the University of Rome. Following a series of
experiments, these psychiatrists deduced that psilocybin
was neither a schizogenic drug, nor was it helpful in deter-
mining the cause of the disease state. However, the psychia-
trists recognized the limits of these experiments, which
included the substance only being administered to chronic
schizophrenics, and commented, “we had the impression
that often what the patients feel without telling is more
important than what they tell” (Garelli et al., 1964: 185).

Psilocybin in the treatment of depression

Among the most interesting and successful Italian studies
were those in which psilocybin was used in the treatment
of depressive states, particularly as this application is in
vogue again (Carhart-Harris et al., 2016; Roseman et al.,
2018). A study conducted at the Clinic of Nervous and
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Mental Diseases of the University of Bologna stands out
among these, for which several oral doses of psilocybin
were administered to neurotic and depressed subjects,
with more than one patient being discharged following
treatment. The sessions were accompanied by psychothera-
peutic support, which continued after the drug treatment.
The psychiatrists involved came to the conclusion that
psilocybin, even more than LSD, had a thymoleptic effect
especially in low dosages, and that “the use of this drug as
an antidepressant is not unthinkable, at minimal doses and
in prolonged treatments” (Volterra and Tiberi, 1962: 103).

We wish to emphasize that the psychedelic sessions con-
ducted by Volterra and Tiberi took place during the night,
as opposed to the day, with the room dark or in shadow,
and with the patient encouraged to remain in the supine pos-
ition with their eyes closed (Volterra and Tiberi, 1961). This
night time setting is almost unique among the hundreds of
psychedelic clinical studies carried out in the various coun-
tries that we have examined. The only other case we know
of is the clinical research developed by the Dutch psych-
iatrist van Rhijn (1967: 212).

That low doses of psilocybin might be optimal, espe-
cially in the treatment of depressive states, was also consid-
ered by Gian Carlo Reda’s team, at the Clinic of Nervous
and Mental Diseases of the University of Rome. Reda
studied the intramuscular administration of psilocybin to
21 patients at doses ranging between 3 and 12 mg. He
observed that the improvement in mood was longer with
the lower doses than with the high ones; moreover, low
doses appeared to evoke a clear tendency to extroversion,
which was considered a useful tool to improve personal
interaction for psychotherapeutic purposes (Reda et al.,
1964). In a previous clinical study, Reda had intravenously
administered psilocybin to 15 female patients, at the doses
of 3, 6, 9, and 12 mg, administered every second or third
day, alternated with placebo injections. During the sessions,
a psychotherapeutic interaction took place between the
patient and the medical staff, who attempted to exploit the
euphoric effect and respond to the need for interpersonal
contact felt by many patients. They observed that the
optimal dose was the lowest one—3 mg administered intra-
venously (Reda et al., 1962). Reda had noticed that two dif-
ferent types of “euphoria” were experienced in depressive
patients: a violent, unmotivated form, generally of short
duration, linked to the psychedelic plateau; and a milder
form, which continued for 1-2 days after the experience:
“this second type of modification is more constant and
appears, with considerable evidence 2-3 h after the begin-
ning of the test, only if low doses of the drug have been
used.” Reda opined that it was this second type of
“euphoria” that showed more stable antidepressant effects
(Reda et al., 1964: 47).

The Italian clinical results achieved with the administra-
tion of low doses of psilocybin every 2-3 days, for the treat-
ment of depressive states, recall the modern non-clinical

practice of “microdosing.” This is defined by the repeated
administration of low or very low quantities of a psyche-
delic—mainly LSD or psilocybin mushrooms—for
various purposes, including self-medication for antidepres-
sant purposes. The most commonly adopted method
involves taking a low dose of psychedelic every 2-3
days, with variable cycles of 1-2 months (Passie, 2019).
The anecdotal results from the non-clinical practice of
“microdosing” reported in numerous underground discus-
sion forums, such as Reddit and Erowid, have been
subject to scientific evaluation through observational
(Hupli et al., 2019) and clinical (Yanakieva et al., 2018;
Bershad et al., 2019) studies in recent years. However,
there is a lack of consensus regarding its therapeutic reli-
ability and further research is needed to assess the long-term
effects of this practice (Kuypers et al., 2019; Preller, 2019).

Psychedelics in the treatment of
“neurosis”

Another therapeutic target that seems to have provided
interesting results concerns the use of indole psychedelics
for what was then called “neurosis.” The first clinical
study on the treatment of neuroses with LSD was developed
in Italy in the late 1950s, at the Clinic of Nervous and
Mental Diseases of the University of Genoa. LSD was
tested on 35 neurotic patients, with dosages between 30
and 150 mcg, orally administered. An improvement was
observed in 50% of patients, and the best results occurred
in the obsessive forms. One case of a successfully treated
phobic neurosis concerned a 49-year-old woman, who
was subject to an imposing phobic-anxious symptomatol-
ogy, which had rendered her incapable of any activity and
in a continuous state of anxiety with severe inhibitions.
During the six lysergic sessions, accompanied by assiduous
psychotherapeutic work, the patient relaxed more and more,
and the insecurity, phobias, and obsessions decreased until
they disappeared completely (Giberti and Boeri, 1957;
Giberti et al., 1956).

The same Genoese team treated 16 other neurotic sub-
jects affected by phobic obsessions, conversion disorders,
neurasthenias, and depressive anxieties with both LSD
and LSA. The dosages were 100 mcg of LSD per os and
500 mcg of LSA intramuscularly, with 2—7 administrations,
and the use of a placebo. This study reported an improve-
ment in 50% of the subjects, with the neurotic symptoms
completely disappearing in several cases (Giberti and
Gregoretti, 1958). Similarly, positive results for neuroses
were reported by G. Sogliani’s team at the Provincial
Neuro-Psychiatric Hospital of Treviso, who administered
psilocybin to patients intravenously and orally (Sogliani
et al., 1963).

Important work was also carried out by Giuseppe Tonini
at the Psychiatric Hospital of Imola, which included over
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400 experiments with mescaline, LSD and LSA on healthy
subjects and on mentally ill patients. For therapeutic pur-
poses, he preferred LSA, due to the greater rapidity of
onset of the effect, lower duration of effect and absence
of sequelae. He came to the conclusion that these sub-
stances were suitable for any form of neurosis, and the
greatest likelihood of success occurred in the forms “more
intellectualized and based, in a generic sense, on more
rooted elements of repression” (Tonini, 1957a, 1957b).

The clinical use of LSA

In 1956, the results of research carried out with LSA
(LAE-32) began to be published in Italy. In one of the
first clinical studies carried out at the Clinic of Nervous
and Mental Diseases of the University of Rome, this lyser-
gic compound was administered to 21 patients, including 15
schizophrenics and 3 epileptics. The results appeared con-
fusing and insignificant from a therapeutic point of view,
but sufficient to allow the effects of LSA to be distinguished
from those of LSD. As already highlighted by foreign
studies (Solms, 1953), the LSA was characterized by a
strong sedative action, and yet it seemed to act on schizo-
phrenics in a more psychotic way than LSD (Callieri and
Ravetta, 1956).

In a second clinical trial, the same psychiatrists studied
the interaction between LSA and LSD on the same
subject, with the aim of deepening their knowledge of the
differences and possible antagonisms between the two sub-
stances. Thirteen schizophrenics were administered
100 mcg of LSD intravenously, and once the plateau of
effects was reached, administration of 0.5 mg of LSA intra-
muscularly followed. In one case, LSA was administered
intravenously, being the first case in the world of this
method of administration. The results confirmed that LSD
is characterized by a more hallucinatory component and
LSA by a more sedative component. In addition, no LSA
antagonistic action against LSD was observed. The LSA
administered after LSD simply accentuated the lysergic
symptomatology, or at best covered “with its apathizing
effect the possibility of expressing the previous lived
experience, without however cancelling out its existence”
(Callieri and Ravetta, 1957a: 304). In a further clinical
study, the same Roman psychiatrists experienced the inter-
action between LSA and Pervitin on 21 schizophrenics,
observing a lack of antagonistic effect of the latter on
LSA (Callieri and Ravetta, 1957b).

In the same period, the LSA was administered subcuta-
neously at the Turin Psychiatric Clinic in a dosage of
0.5 mg to a dozen psychotic women, finding a sedative
action deemed wuseful to calm schizophrenics and
maniacs. Neurovegetative disorders (nausea, vomiting,
heart rate) were observed to be too strong in non-
schizophrenic patients, while in schizophrenics they were
negligible or totally absent (Bonfante et al., 1956).

At the Clinic of Nervous and Mental Diseases of the
University of Genoa, LSD was administered to 12 patients
who had the somatic symptoms of conversion hysteria
(functional “crises,” functional paralysis, aphonia and psy-
chogenic vomiting). In five subjects, LSA was also admi-
nistered. From the type of re-enactments of past memories
and from the accentuation of hysterical symptomatology,
the Genoese psychiatrists deduced the existence of two pos-
sible modalities of hysteria, one “rich” and the other “poor.”
In the “rich” modality there was a clear and tumultuous
accentuation of the hysterical symptoms, with a self-
observation of one’s personal problems in exuberant, dra-
matic, and theatrical forms. Psychiatrists believed that this
corresponded to the purest form of hysteria, characterized
by mythomania and pathomimia. In these cases, the reliving
of traumatic or painful scenes of the past (ecmnesia) was
accompanied by imaginative reproductions of “compensa-
tory” scenes, which, in fact, gave a glimpse of ways out
of the conflict, especially with a suitable and timely psycho-
therapeutic intervention. This therapeutic mechanism was
called “drug-dynamic catalysis.” In the “poor” form of hys-
teria, associated with greater poverty of psycho-dynamic
structure, the response to the drug appeared limited to the
mere reproduction of hysterical symptoms and to poorly
differentiated psychomotor behaviors. In these cases, the
lysergic compound appeared less useful from the thera-
peutic point of view. From this, psychiatrists deduced that
LSD and LSA could offer useful notions in the diagnostic
and nosographic delimitation of hysteria (Giberti and
Gregoretti, 1959).

Lysergates in the treatment of migraines

Finally, we draw attention to the studies of the Florentine
team of Federigo Sicuteri (1923-2003), concerning the
use of lysergic compounds in the treatment of migraines.
At the Medical Clinic of the University of Florence,
Sicuteri specialized in the treatment of headaches through-
out his life and founded, the National Headache Centre,
which was perhaps the first in the world. He was a supporter
of the serotonergic theory of migraines, which saw an alter-
ation of the serotonergic system as the cause. His name is
also linked to the identification of what he initially called
panalgesia, and which was later renamed fibromyalgia.

In the early 1960s, Sicuteri began experimenting with
serotonergic drugs in the treatment of headaches. Starting
with the hypothesis that serotonin could play a role in the
pathogenesis of migraine and other headaches, the first
experiments with methysergide (butanolamide of 1-methyl-
lysergic acid, UML-491) were conducted. The experiment
was conducted with the idea of using its high antiserotoner-
gic properties. Sicuteri tested on a large scale (390 cases)
not only the effects of methysergide, but also those of
other derivatives of lysergic acid, including LSD and
BOL-148 (2-bromo-LSD). Experiments showed that LSD



Drug Science, Policy and Law

certainly had an anti-migraine effect, and that it had to be
used in non-hallucinogenic doses, so as not to trigger
psychic reactions. He recommended doses of 10 mcg
twice a day, to be gradually increased up to 100 mcg per
day, taking advantage of the rapid tolerance to the psycho-
tropic effects of the drug. The anti-migraine effects mani-
fested themselves with the disappearance or diminishing
of the crises. Florentine scholars observed that higher
doses were even more effective, and that by administering
a dopaminergic antagonist, chlorpromazine, LSD doses
could be increased by reducing psychotropic effects.
Compared to other lysergic derivatives, good results
could be obtained with LSD with dosages 10-50 times
lower. For the Florentine team, understanding the thera-
peutic mechanism of lysergic derivatives provided import-
ant elements for the study of the pathogenesis of the
migraine, of Horton’s histamine headache (which was
later called cluster headache) and other vascular headaches
(Sicuteri et al., 1963).

Marcello Fanciullacci, part of the same Tuscan team
studying the effects of lysergic derivatives, observed that
chronic treatment with LSD, administered in sub-
hallucinogenic doses, had a prophylactic effect against
migraine attacks. He found that LSD, as well as ergotamine
and methysergide, potentiated the venoconstricting effect of
serotonin. Compared to the previous idea that saw these
compounds as antiserotonergic, Fanciullacci showed that
they actually acted as partial serotonergic receptor agonists,
and that as such, the effects could be agonist or antagonist
depending on their concentration. This view also embraced
the central theory of migraine at the time, which attributed
the pathogenesis of cephalic pain to a deficiency of sero-
tonin in the central nervous structures devoted to pain regu-
lation (Fanciullacci et al., 1975). Migraine patients also
showed an increased sensitivity to the psychoactive
effects of lysergic psychedelics compared to normal sub-
jects, and this contributed to confirming the hypothesis of
a cerebral monoamine hypersensitivity in essential head-
aches (Fanciullacci et al., 1974).

That the anti-migraine effect is independent of the psy-
chotropic one, was initially observed by Sicuteri (Sicuteri
et al.,, 1963), and was confirmed more recently by the
team of Matthis Karst. Karst observed that the non-
psychoactive analogue of LSD, BOL-148, proves effective
in the treatment of cluster headaches, suggesting that the
therapeutic effects are not due to the action on the SHT2a
and 5SHT1a receptors (Karst et al., 2010)

Fanciullacci’s team also tried their hand at an experi-
mental use of LSD in seven patients suffering from
phantom limb pain. The patients, five males and two
females, aged between 25 and 78, were treated with low
dosages of LSD (25-50 mcg) administered daily for three
consecutive weeks. Prior to treatment, patients received a
week of placebo administration and 4 weeks of placebo
after the LSD treatment. A reduction in pain and a

consequent reduction in analgesic intake were observed in
five patients. In two of these, the improvement was such
that the administration of analgesics was not necessary for
the 2-3 weeks following the interruption of LSD therapy
(Fanciullacci et al., 1977). This clinical trial appears to have
been the last one conducted in Italy with a psychedelic.

Some conclusive aspects

With over 60 clinical research projects involving psychede-
lics throughout the nation in the period 1927-1966, Italian
psychiatry has historically aligned itself with the same inter-
ests and studies as other European psychiatric schools, and
in some aspects has played a primary, and sometimes a pio-
neering, role. Examples are the use of psilocybin in depres-
sive states, the use of indole psychedelics in the treatment of
“neuroses,” and the combined administration of LSD +
LSA and of LSD + psilocybin. Italian clinical research
with psychedelics has also generated an interesting series
of theoretical discussions. In addition to the one already
highlighted concerning the psychotomimetic paradigm,
we here discuss some other topics.

In reading the dozens of reports on psychedelic studies
over the last century, we detected a clear difference of
opinion among psychiatrists with regards to the utility of
certain psychedelic effects experienced, such as the intui-
tive, illuminating, or ecstatic states described, or the pro-
found sense of mental well-being often reported. There
were those who dismissed these effects as mere “thought
disorders” or “disorders of consciousness” (e.g. Giberti
et al., 1956: 199), and those who emphasized their import-
ance and complained that these effects were not given the
attention that they deserved. Such was the case of
R. Priori at the Provincial Psychiatric Hospital of Rome,
who had been struck by the extraordinary property of lan-
guage that the subjects used to express their internal experi-
ences under the effect of the psychedelic. He reported, “it
was surprising to observe how crude, illiterate patients,
with a poor linguistic heritage, used verbal expressions of
considerable psychological penetration to communicate
their mood” (Priori, 1957: 209). Priori stressed the import-
ance of taking into account certain patient statements such
as, “I have insights I never had,” “Everything becomes
clearer, there is another value of things,” “I feel psychically
more mature, I can look at the world and things from above,
I feel willing towards everything that is beautiful.” He
argued that too often these statements were not even
recorded because they were considered unimportant in rela-
tion to understanding the psychedelic action on the patient
(Priori, 1957). If we consider that a good portion of the
European and American psychedelic clinical reports from
the 1950s and 1960s that we have examined have appeared
dry, unpleasant, and rich only in states of delirium, anxiety,
terror, disconnected sentences, and compulsive behaviors,
we might rightly suspect—based on the denunciation of
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Priori, who thankfully remained unheeded—that a targeted
and continuous censorship of certain elements of the clin-
ical experiences, that were considered unimportant or that
challenged the psychotomimetic interpretative models of
the time, had occurred. We recall what the English psych-
iatrist Peter McKellar had reported, that “not everything
that happens in a model psychosis experiment is relevant
to the study of psychosis,” and that “the only interest for
a psychoanalyst should be the material exclusively of a
psychotic nature” (McKellar, 1957: 172, 179).

In the early 1950s, several psychiatrists outside of Italy
began to distinguish between the primary effects and sec-
ondary effects of psychoactive drugs, particularly of psy-
chedelics: the primary effects concern changes in psychic
activity directly caused by the substance (neurovegetative
effects, hallucinations, etc.), whilst the secondary effects
are the reactive consequences to the primary effects of the
drug. This conceptual distinction—originally developed
by New York psychiatrist Paul Hoch (Hoch et al., 1953)
—was readily adopted by Italian psychiatrists. For
example, Bruno Callieri and M. Ravetta, in observing
more pronounced secondary effects with LSA than with
LSD, considered LSA potentially more useful for psycho-
therapeutic purposes, due to its ability to produce a
greater degree of dynamic organization compared to the
unpredictable and difficult to organize primary effects.
They also noted that in certain cases, the secondary
effects could strengthen, inhibit, or even completely
modify the primary effect (Callieri and Ravetta, 1956).
Among the scholars, a discussion also developed about
what was to be understood as a primary effect and a second-
ary effect of a psychoactive drug, and opinions differed
with regards to the effects on thought and
affective-emotional changes. While Hoch’s team consid-
ered emotional and behavioral reactions as consequential,
and therefore secondary effects of LSD (Hoch et al.,
1953), the Genoese team believed that at least a part of
the affective modifications were psychologically “indefect-
ible and therefore primary,” and considered among the
primary effects certain thought processes, such as
moments of intuition and the feelings of “understanding
everything,” of “universal understanding” perceived by
the subject (Giberti et al., 1956: 199).

It is a well known fact that during the 1950s and 1960s,
psychedelic research in other countries had developed two
main therapeutic modalities, the psycholytic and the psyche-
delic modalities. Psycholytic therapy involved the adminis-
tration of LSD or another psychedelic at 1-2 week intervals,
with low to medium strength dosages (75-300 mcg for LSD),
in the context of psychoanalysis. This technique was developed
mainly in Europe and was considered particularly suitable for
emotional disorders such as psychoneuroses, character disorders
and psychosomatic disorders. Psychedelic therapy involved a
single, or at most double session with the administration of a
strong or very strong dose of psychedelic (8002000 mcg for

LSD), with the aim of inducing a sudden “ego dissolution”
and a consequent peak experience, potentially curative as it
was considered self-resolving of the individual’s conflicts
and psychological problems. Psychedelic therapy was devel-
oped mainly in North America and was experimentally
more suitable for alcoholism and other types of addictions,
in major depressions and in terminally ill patients (Grof,
1994).

One fact that has remained inexplicable to us is the total
absence, in the Italian approach to clinical studies with psy-
chedelics, of the use of the terms “psycholytic” and “psy-
chedelic” in reference to the methodologies employed.
Although Italian psychiatrists, alongside the French,
demonstrated their knowledge of the international literature
concerning psychedelic therapies, even more widely
perhaps than the English-speaking psychiatrists, the terms
psycholytic and psychedelic never appeared in all of the
Italian studies examined. Moreover, the term “abreac-
tion”—whose Freudian concept is seen as closely linked
to cathartic mechanisms currently surfacing as important
mediators of psychedelics (Jackson, 1994; Roseman et al.,
2019)—was never used, even though Freud’s work was
clearly known. Instead, long circumlocutions were used to
define the relative type of psychological reaction that
occurred during the psychotherapeutic treatments.

Finally, similarly to French psychiatry, the language used
in the Italian literature to describe the effects of psychedelics
and mental pathologies differed considerably from that used
by the English, German, and Latin Americans.
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