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Clinical research with hallucinogens has resumed after a generation’s hiatus. To place
these new studies in context, this article reviews the history of hallucinogens’ use and abuse,
discusses their pharmacological properties, and highlights previous human studies. Research
with lysergic acid diethylamide and related hallucinogens with thousands of patients and
control subjects was associated with acceptable safety when subjects were carefully screened,
supervised, and followed up. Data were generated regarding hallucinogens’ psychopharmacol-
ogy, overlap with endogenous psychoses, and psychotherapeutic efficacy. Current American
and European studies emphasize systematic psychopharmacology, in addition to psychother-
apy protocols. Human hallucinogen research will help define unique mind-brain interfaces,
and provide mechanistic hypotheses and treatment options for psychiatric disorders. It is
critical that human hallucinogen research in the 1990s make use of state of the art methodolo-
gies, or consensually define when modifications are required. Training and supervisory issues
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also must be explicitly addressed.
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Hallucinogenic substances found in fungi, plants, and
animals have been used on all continents, and in a wide
variety of cultures, both highly advanced and preliter-
ate (Dobkin de Rios, 1984). Mescaline, from the peyole
cactus, has been used in clinical research protocols
from the 1890s to the present (Mitchell, 1896). The
thousand-times more potent effects of LSD-25 were dis-
covered in 1943 by Albert Hofmann, 5 years after its
synthesis (Stoll, 1947). The beginning of modern “bio-
logical psychiatry” can be said to have started as much
with the appreciation of LSD's “psychotogenic” effects
as the contemporaneous discovery of the one-thou-
sandth as potent “antipsychotic” effects of chlor-
promazine.

The study of hallucinogenic drugs in humans was,
and remains, important for several reasons. First, they
elicit a multifaceted clinical syndrome, affecting many
of the functions that characterize the human mind, in-
cluding affect, cognition, volition, interoception, and
perception. Characterizing hallucinogens’ properties
will enhance understanding of important mind-brain
relationships, particularly relevant in this, the Decade
of the Brain. Second, naturally occurring psychotic syn-
dromes share features with those elicited by these
drugs. Understanding effects and mechanisms of action
of hallucinogens may provide novel insights and treat-
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ments into endogenous psychoses. Third, increasing
use and abuse of hallucinogens over the last several
years, particularly LSD, by young adults may produce
a similar spate of adverse psychiatric sequelae seen
with the first wave of their illicit use in the 1960s, Treat-
ment of these adverse effects consume scarce public
resources and safe, selective, and efficacious treat-
ments of acute and chronic negative effects of these
drugs are needed. Finally, the enhancement of the psy-
chotherapeutic process, sometimes in treatment refrac-
tory patients, reported by early studies, has relevance
to current emphasis on time-limited psychotherapeutic
interventions.

Nomenclature

Many terms have been used to describe the effects of
these drugs, including psychedelic (mind manifesting),
psychodysleptic (disturbing the mind}, phantasticant,
psychotogen, oneirogen (producing dreams), en-
theogen (generating religious experience), phanero-
thyme (making feelings visible), psychotomimetic, and
schizotoxin (Grinspoon and Bakalar, 1979; Stafford,
1992). Psychedelic represents the nonmedical, recre-
ational, and illicit use of these drugs, while hallucino-
gen refers to these compounds within a medical-legal
context.

The “classical” hallucinogens belong to several
chemical families: phenethylamines (e.g., mescaline),
indolealklyamines (e.g., psilocybin and N,N-dimethyl-
tryptamine [DMT]), and lysergamides (e.g., LSD and
morning glory seeds) (Nichols et al., 1991). 3,4-Methyl-






































