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Learning Objectives

1 Understand how the brain
changes in response to drugs
of abuse

2 Understand how the brain
controls (or fails to conftrol)
compulsive behaviors

3 Understand the latest
updates in addiction
tfreatment
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vision

Neuroadaptation

Neuroadaptation is the process by
which neurons change physically in
response to experiences

Neuroplasticity is the degree to
which neuroadaptation is possible

Neuroadaptation is necessary for
learning and memory

Neuroadaptation is influenced by
age, genes, experiences (and their
repetition)




AMERICAN BANKRUPTCY INSTITUTE

Age: the young brain has
greatest neuroplasticity

Gogtay N, et al. Dynamic mapping of human cortical development during
childhood through early adulthood. PNAS 2004;101(21): 8174 - 79, Fig. 3

Genetics

Schizophrenia;
Bipolar disorder

Alcoholism

Depression

Language, Lung Cholesterol,  Weight, Height
Religion Cancer, Blood Inteligence
Personality  Pressure

Influence of Genes

Kendler & Prescott (2006)
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Alcohol problems tend to run in families

Adoption and twin studies help separate the role of
environment vs heritability.

Adoptees with a biological alcoholic parent
have a higher rate of alcoholism than those
whose biological parents were not
alcoholic.

If one twin is alcoholic the other twin is more
likely to be alcoholic if they are identical
twins (monozygotic) vs. fraternal twins
(dizygotic).

What is inherited?2 One focus is on the response to
alcohol:

Family-history positive vs negative
participants have (1) greater stress
dompening effects from alcohol, (2) more
‘activation’ from alcohol when blood-
alcohol level is rising (when stimulating
effects occur); and (3) less sedative effects
when the blood-alcohol level is falling
(when negative reactions occur).

To recap so far

The brain contains systems/circuits that
underlie thoughts and behaviors

Your brain changes physically in response to
your experiences

The propensity of your brain to change in
this way is determined by many variables--
some of which are under your control
(voluntary repetition of actions) while others
are not (age, genetics)
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Drugs of abuse

All drugs of abuse, regardless
of method of entry into the
body, are tfransported through
the blood and into the brain--
a hecessary element to
addiction

Drugs of abuse all affect
normal neurotransmission--
Mmost mimic neurotransmitters

They affect neurotransmission
in systems that are critical for
survival

Drugs of abuse , .-
stimulate a circuit ol . /
deep in the brain that :

underlies the

sensation of pleasure
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Liking diminishes
Wanting increases

Liking Wanting

Cortex

Mesolimbic syste Glutamate

Dopamine

The results of repeated drug
taking

» Reduced hedonic value of the drug
(tolerance)—need more to get the same
stimulation

* Habit-learning (aka overlearning) is initiated
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Wanting -2 Needing

Neuroadaptation occurs (and these changes occur at
variable rates across drugs and across individuals)

* Reduced hedonic value of the drug
(tolerance)

Habit-learning (aka overlearning) is initiated
Hyper-sensitivity to cues = craving/hunger
Dysregulated stress response system

Impulse control (“will power”) systems are
impaired

not lit up activated

Front of Brain

Back of Brain

Nature Video Cocaine Video
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Stress response differs in
alcoholics vs. social drinkers

= = 5
A O 0 O

Cortisol

The development of addiction
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Case in point: Faces of
Methamphetamine

i

ib" »

-

Diagnostic Criteria for
Substance Use Disorder

. Loss of control over moderate use

DIAGNOSTIC AND STATISTICAL
MANUAL OF

MENTAL DISORDERS
. Tolerance

. Withdrawal symptoms DSM-5"

. Excessive time spent obtaining,
using or recovering from effects of
use

. Failed attempts at abstinence

. Less time spent on other things

AMERICAN PSYCHIATRIC ASSOCIATION

. Continued use despite problems
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Is there hope@e

Does treatment help?

The brain can hedadl
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Cocaine Abuser (100 DA)
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What
promotes
healing? .

Abstinence

. Avoid high risk situations and “cues” (people, places, things)
. Exercise
* Reduces stress
* Neurogenerative
. Learn something new
» Refusal skills; craving coping skills; stress coping skills
« Other novel skills (neurogenerative)
. Improve your stress resilience (stress - relapse)

Noft surprisingly, relapse is
common

Percent abstinent

One week Three months One year

467
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Stress Resilience

. We admitted we were powerless over our addiction - that our lives had
become unmanageable
. Came to believe that a Power greater than ourselves could restore us to
sanity
. Made a decision to turn our will and our lives over to the care of God as
we understood God
. Made a searching and fearless moral inventory of ourselves
. Admitted to God, to ourselves and to another human being the exact
nature of our wrongs
. Were entirely ready to have God remove all these defects of character
. Humbly asked God to remove our shortcomings
. Made a list of all persons we had harmed, and became willing to make
amends to them all
. Made direct amends to such people wherever possible, except when to do
so would injure them or others
10. Continued to take personal inventory and when we were wrong promptly
admitted it
11. Sought through prayer and meditation to improve our conscious contact
with God as we understood God, praying only for knowledge of God's will
for us and the power to carry that out
12. Having had a spiritual awakening as the result of these steps, we tried to
carry this message to other addicts, and to practice these principles in all
our affairs

Effectiveness of 12-Step therapy

Steps1-3: Admit powerlessness

Recognize that your higher cognitive abilities (decision making; impulse conftrol; judgment)
and ability to regulate your behavior are impaired—ie, you can't frust your brain

Steps 4-9: Moral inventory; self-forgiveness; Reparations
Neutralize some of the strongest sources of stress—hopelessness; shame; self-loathing; guilt

Steps 10-11: Self-awareness; infrospection; meditation
Exercises higher cognitive functions; improves self care and stress resilience

Step 12: Helping others

Helping others and alfruistic behaviors reduce severity of mild fo moderate depression,
which is common in addiction

Cognitive Behavioral Therapy is the professional treatment of
choice for substance dependence

468
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FDA-approved medications

TABLES5.1 Medications Approved by the U.S. Food and Drug Administration for

Treating Drug Addictions.

Alcoholism Disulfiram (Antabuse)
Naltrexone

Acamprosate

Nicotine Nicotine gum, patch,
etc.

Bupropion (Zyban)

Varenicline (Chantix)

Inhibits aldehyde dehydrogenase. Aversive
treatment.

Opioid receptor antagonist. Supposedly blocks
reward; effectiveness questioned.

GABA agonist, glutamate antagonist. Reduces
craving, unpleasant effects of abstinence.

Replaces nicotine.

Blocks reuptake of dopamine, norepinephrine,
and serotonin.

Enhances general reward but reduces nicotine
reward; reduces withdrawal effects.

Heroin/opiates Naltrexone

Methadone

Buprenorphine,
buprenorphine with
naloxone

Source: National Institute on Drug Abuse, 2014,

Opioid receptor antagonist. Competes with
opiates for receptor sites.
Replaces opiates at receptor.

Replaces opiates at receptor.

Garrett, Brain & Behavior 5e
SAGE Publishing, 2018
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LSD, psilocybin, peyote,

PSYC h ed e||CS ayahuasca, DPT, mescaline (also

MDMA & ketamine at some doses)

Alterations in perception of shape,
size, color, and the illusion of
movement

Vivid imagery—from basic
geometric shapes to
representational images
Synesthesia

Distortions in time

Ineffability

Numinous, mystical experiences:
ego dissolution; sense of oneness

with the universe; revelation of
interconnectivity of all things

History of psychedelics
research

Promising research in the 1950's and 1960's on
therapeutic effects for depression, anxiety, and
addiction

Counterculture touchstone; Anti Vietham movement;
Timothy Leary as LSD evangelist

War on Drugs

Research stopped abruptly in 1970 with the
Controlled Substances Act, which placed
psychedelics into the highly restrictive Schedule |
class (*no accepted medical use and high potential
for abuse”)—political vs scientific influence
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Growing RCT evidence for
psychedelic effectiveness

Existential depression and anxiety (in patients with terminal cancer)

Alcoholism
PTSD
Treatment-resistant depression

Nicotine, opioid, cocaine addiction

Social anxiety in adults with autism

How do they worke

Pharmacological action is at SHT 2a receptors

These are located widely throughout the brain and primarily in
prefrontal cortex, occipital cortex, and amygdala

Downregulation of receptorse¢ Enhanced neuroplasticity?

Subjective “mystical-type” experience
found to mediate therapeutic benefit
(aka “spiritual awakening” in AA
parlance)

Importance of integration (post trip
processing) and a rise in trained
integration therapists

471
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Psychedelic-assisted psychotherapy will
gain fraction as addiction treatment

They lack addictive effects themselves
Safe when appropriate precautions are taken
Their molecular targets consistent with anti-addiction effects

They induce psychological effects that include intense self-
reflection and sometimes mystical/spiritual experiences that are
associated with naturalistic addiction recovery

They can induce persisting changes in behavior and personality
with a singlgle dose (while for most medications, effects will only
persist as long as the patient is taking the medication)

Bogenschutz & Johnson (2016). Prog Neuropsychphamacol & Biol Psychiatry é4: 250-258

Additional resources/info

The future of

psychedelic-assisted ,
psychotherapy. Rick @*ﬁ

Doblin Ted Talk

https://www.ted.com/t k.
alks/rick_doblin_the futu H Ch
re_of psychedelic_assist . ow 1o ange

ed psychotherapy n.cned Your Mind

World Science Festival,
2019. Revedling the
Mind: The Promise of
Psychedelics

HATTASLSYE SANIL YHOA MUN 1o

Michael Pollan

https://youtu.be/Fi66wFf
OC-4
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Lysergic acid diethylamide (LSD) was studied from the 1950s to the 1970s to evaluate
behavioral and personality changes, as well as remission of psychiatric symptoms in
various disorders. LSD was used in the treatment of anxiety, depression, psychosomatic
diseases and addiction. However, most of the studies were not performed under
contemporary standards, and it has taken several decades for a resurgence of interest in
LSD research and its therapeutic potential for psychiatry. The aim of this review is to identify
controlled and randomized clinical trials that assess the potential use of LSD in psychiatry.
PRISMA guidelines for systematic review were followed. A literature search of PubMed and
Psychedelic bibliography from Multidisciplinary Association for Psychedelic Studies
(MAPS) databases was performed as well as a manual search of references from
evaluated studies. Only randomized-controlled clinical trials were included. Study quality
was systematically calculated by using the Cochrane Collaboration Tool for assessing risk
of bias. A final selection of 11 articles was made after considering inclusion and exclusion
criteria. LSD was administered to 567 patients in a dose ranging from 20 to 800 mcg.
Despite the design heterogeneity of clinical trials, positive results were observed, thus
revealing the therapeutic potential of LSD to reduce psychiatric symptomatology, mainly in
alcoholism. The vast majority of authors describe significant and positive short-term
changes in patients, despite the fact that in some studies an important homogenization
was observed between the LSD treatment group and control group at long-term follow-up.
Multiple variables regarding LSD treatment therapeutic approach and quality of experience
were revealed and related to therapeutic outcomes. LSD is revealed as a potential
therapeutic agent in psychiatry; the evidence to date is strongest for the use of LSD in
the treatment of alcoholism. Despite the difficulty of designing proper double blind clinical
trials with this substance, new studies that conform to modern standards are necessary in
order to strengthen our knowledge on its use and open new doors in the future.

Keywords: lysergic acid diethylamide (LSD), hallucinogens, therapeutic use, psychiatric disorders, addiction
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INTRODUCTION

Since its discovery in 1938 by Swiss chemist Albert Hofmann (1),
lysergic acid diethylamide (lysergide, LSD) has maintained an
unstable relationship with psychiatry. Hofmann synthesized LSD
in an effort to develop ergot derivatives with the goal of reducing
postpartum hemorrhage. Some years later, after accidentally
getting into contact with a small dose, he was the first subject
in history to experience its effects (2). At the end of the 1940s,
there was great interest among psychiatrist in the potential use of
LSD as a therapeutic agent (3), which was actually marketed by
Sandoz laboratories under the brand name “Delysid” in the
1950s (4) and used in several psychiatric departments in
Europe and America. Even the US Army and CIA
experimented with this substance as a truth serum, and LSD
was further investigated by the US Army as a potential
incapacitating agent, however without success (5). After its
prohibition in USA in 1967, due to an increase in popularity
and its association with counter-cultural movements, it has taken
several decades for a resurgence of interest in its therapeutic
potential for psychiatry (6-9).

LSD is part of the pharmacological group known as “classical
hallucinogens” or “psychedelics” (term coined by Osmond in
1957) (4), sharing its chemical structure with psilocybin and
dimethyltryptamine (DMT) as a variant of indolamine (chemical
structure similar to the neurotransmitter serotonin) (10).

The term “classical hallucinogen” is a widely accepted
synonym in the literature, with a greater emphasis on the
alteration of the perception that these substances cause (11),
although its use has been controversial as it does not specify the
effect of these agents in consciousness and the self, as indicated
by recent psychological and biological studies (12-14). LSD
could also be defined, from an anthropological perspective, as
an “entheogen”, which implies that users experience (mainly in a
religious, shamanic or spiritual context) an altered state of
consciousness: “as if the eyes had been cleansed and the person
could see the world as new in all respects” (15).

Classical hallucinogens are psychoactive substances that are
believed to mediate their effects mainly through an agonist
activity in the serotonin 2A receptor (5-HT2A) (16).
Experimental studies have previously shown that the use of 5-
HT2A antagonists attenuate the main effects of these substances,
both in rats (17, 18) and human subjects (19-22).

Other receptors which may contribute to the effects of these
agents are the serotonin 2C and 1A receptors, as well as other
effects in the dopaminergic and noradrenergic system (16).
Likewise, these are potent regulators of transcription factors,
which could mediate a potential mechanism of action in the
synaptic structure with greater persistence of their effects over
time (23, 24).

LSD is one of the most potent classical hallucinogens
available, with active doses between 0.5 and 2 mcg/kg (100-
150 mcg per dose). Its half-life is approximately 3 h, varying
between 2 and 5 h, and its psychoactive effects are prolonged over
time (up to 12 h depending on the dose, tolerance, weight and

Frontiers in Psychiatry | www.frontiersin.org
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age of the subject) (25, 26). Recently LSD has been used in
microdoses as low as 10 mcg to enhance performance (27).

The usual mental effects of LSD are distortion of sense of time
and identity, alteration in depth and time perception, visual
hallucinations, sense of euphoria or certainty, distorted
perception of the size and shape of objects, movements, color,
sounds, touch and body image and delusions (28).

Concerning safety, the administration of classical
hallucinogens carries some risks. One of them is the so-called
“bad trip” or “challenging experience”, described as an acute state
of anxiety, dysphoria and confusion, which can lead to
unpredictable behavior in uncontrolled or unsupervised
environments (29). Another possible risk is the exacerbation of
psychotic disorders or the generation of prolonged psychotic
reactions, which could be related to the subject's previous
predisposition (30). Although no contemporary study has
reported psychosis after the administration of classical
hallucinogens, an adequate screening of previous psychotic
episodes and the patient's vulnerability is necessary for the use
of these substances (31). Another possible adverse effect is a
modest increase in blood pressure and heart rate; therefore,
patients with severe cardiovascular disease should be excluded
from the administration of this agent. Other usual absolute
contraindications are pregnancy, epilepsy or paranoid
personality traits (32). The remaining adverse effects should
not limit its therapeutic use (31, 33).

As a recreational drug, LSD does not entail physical
dependence as withdrawal syndrome, as do most of these
substances (opioids, cocaine, cannabis and methamphetamine)
(34). Its frequent or long-term use can lead to tolerance, and after
a single dose, emotional, physical and mental stability is quickly
recovered (35, 36). Likewise, classical hallucinogens in general,
and LSD in particular, exhibit very low physiological toxicity,
even at very high doses, without any evidence of organic damage
or neuropsychological deficits (36, 37) associated with their use.
Their safety has recently led to considering LSD as one of the
safest psychoactive recreational substances (38-42).

However, LSD remains one of the most stigmatized and
legally restricted agents among psychoactive substances. It is
still included in Schedule I of the United Nations classification of
drugs, restricting its use in research and making it difficult to
potentially use it as a therapeutic tool in medicine. This
classification has recently been questioned by various authors
(8, 43). A few decades ago, anecdotal reports of suicidal acts in
recreational users were published, and intensely emphasized by
the media (44, 45). These attempts are in contrast with some
recent population studies, which show significant associations
between the use of a single dose of classical hallucinogens and a
decrease in the likelihood of psychological distress and suicide
(46-48). Other recent studies also established a clear link
between life-time use of classical hallucinogens and a lower
probability of developing mental problems, as well as a positive
association, although non-significant, regarding several variables
related to mental health (49, 50). Nevertheless, the
unpredictability of subject behavior makes it necessary to
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adequately control the environment and monitor the reaction of
each individual.

Regarding its therapeutic potential, LSD was used from the
1950s to the 1970s to achieve behavioral and personality changes,
as well as remission of psychiatric symptoms in various disorders
(30, 51). LSD was used in the treatment of anxiety, depression,
psychosomatic diseases and addiction (52). During that time, it
was also observed that LSD together with suitable
accompaniment during its administration, could reduce pain,
anxiety and depression in patients with advanced cancer (53-55)
Other studies involving larger patient samples also established its
safety and promising results in patients with terminal cancer (56,
57). Studies in schizophrenic patients, however, reached less
response to the same dose (58) and worse clinical outcomes (59)
compared with non-schizophrenics patients, and negative effects
on these patients have been described, both in LSD experience
itself and later benefits (60, 61). The data indicate that the
responsivity of schizophrenic patients to the administration of
lysergic acid is less than that of normal subjects.

Prediction of individual responses to LSD depends on several
variables, some of which were already discussed at the
international LSD therapy conference in 1965 (52). LSD
reaction involves a series of complex interactions between
doses, “set” (thoughts, mood and expectations of the subject
prior to treatment) and “setting” (the physical and interpersonal
environment in which the subject undergoes treatment) (30).
Three different major approaches to LSD use as a treatment were
then applied to clinical research: “psycholytic therapy”,
“psychedelic-chemotherapy” and “psychedelic-peak therapy”
(62). In psycholytic therapy, mainly practiced in Europe, low-
moderate doses (25-200 mcg) of this drug were used in more
than one therapeutic session of psychodynamic orientation. In
psychedelic-chemotherapy, drug use itself was emphasized at
relatively high doses (200 mcg or more), with a very limited or
absent psychotherapeutic approach. As for psychedelic-peak
therapy (or “psychedelic therapy”), it involves administering a
single and relatively high dose with the aim of triggering a
mystical-type experience (“peak experience” or “ego
dissolution” as synonyms). This approach should include the
proper prior preparation of the patient (set) and a comfortable
environment during the session (setting), as well as a discussion
on it during subsequent follow-up sessions with the subject
(after-care related to LSD session) (63). Mystical experiences
are referred to as those in which a sense of unity with the
environment is experienced achieving a vivid transcendental
experience at an emotional, cognitive and ego-structural level,
after a previous and personal therapeutic preparation (64). The
aim is to catalyze rapid and fundamental changes in the value
system and self-image of the subject (65).

Despite the foregoing, most clinical studies involving the use
of LSD were published between the 1960s and 1970s, up to the
strict prohibition of its use in research. Obviously, most of these
studies were not performed under contemporary standards. The
purpose of this systematic review is to identify controlled and
randomized clinical trials that assess the potential use of LSD in
psychiatry and identify variables controlled by the researcher as
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potentially related to therapeutic outcomes. This is with the aim
of informing a discussion on the benefits and challenges of
integrating contemporary classic hallucinogens research into
modern clinical trial designs and providing a guide for further
research involving LSD as a therapeutic agent.

METHODS
Data Acquisition and Search Strategy

This study was conducted according to the requirements
established in the Preferred Reporting Items for Systematic
Review and Meta-Analysis (PRISMA) protocols (66).

Pubmed database was searched for the following terms:
[“lysergic acid diethylamide” OR “LSD” OR “lysergic acid
diethylamide” (MeSH Terms)] OR “lysergic acid”) AND
[“therapeutics”(MeSH Terms) OR “mental disorder” (MeSH
Terms) OR “therapy” OR “psychotherapy” OR “treatment”]. In
addition, the Multidisciplinary Association for Psychedelic
Studies (MAPS) Psychedelic Bibliography (www.maps.org) was
also consulted. To ensure literature saturation, the electronic
search was supplemented by a manual review of the reference
lists from eligible publications. Two authors independently
screened the titles and abstracts yielded by the search against
the inclusion criteria. Full reports for all titles that appear to meet
the inclusion criteria were obtained. Reviewers resolved
disagreements by discussion. The search was limited to the
time period compressed between 01-01-1950 and 05-05-2019,
based on the results obtained in the reference search.

Search results were examined by two authors (JJF and FF)
reading the titles and abstracts. Each potentially relevant
publication found during the search was retrieved and assessed
for its use in this review after inclusion and exclusion criteria
were specified.

Data Items

Dosage, frequency and duration of the treatment, for both
experimental and control interventions were extracted.
Patient's characteristics (including age, gender and diagnosis)
and inclusion/exclusion criteria were extracted together with
country, trial design, trial size, and length of follow up. For
non-pharmacological comparators, type, frequency and duration
of the intervention were extracted, if appropriate.

As studies with different diagnostic groups were included,
outcomes varied depending on the psychiatric condition under
study. In any case, change scores from baseline or endpoint were
extracted. Side effects and overall tolerability were also studied.

Eligibility Criteria

Randomized controlled trials of LSD as a therapeutic tool for
psychiatry were included. This review included only randomized
controlled clinical trials involving patients with a diagnosis of
mental illness. Experimental studies in healthy volunteers were
excluded. Trials with no control group or not randomized,
animal studies, observational studies, review papers, qualitative
studies, case reports, opinion pieces or comments, letters or
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editorials, conference abstract, posters and books chapters were
excluded. Of interest were interventions using LSD, as a stand-
alone treatment or as an adjunctive treatment. Only studies
comparing LSD with other interventions were included. Active
and non-active comparators were included.

Quality Assessment

The Cochrane Collaboration risk of bias assessment tool was
used to determine the quality of the studies (67). This tool
involves an assessment of six specific domains: 1) sequence
generation, 2) allocation concealment, 3) blinding of
participants, 4) personnel and outcome assessors, 5)
incomplete outcome data, and 6) selective outcome reporting
and other sources of bias. The tool was applied to each RCT
independently by two authors. Discrepancies were resolved
through discussion with a third author.

RESULTS

A total of 3,668 papers were identified through the search in
Pubmed, and 12 additional records were found through other
sources (manual search based on review papers and meta-
analysis). After the removal of duplicates and exclusion based
on titles or abstracts, 43 papers were screened in more detail for
eligibility. Subsequently, another 32 were excluded, which
resulted in the 11 papers used in this systematic review. This
process is described in the PRISMA flowchart (Figure 1). The
quality of the great majority of the clinical trials found did not
conform to modern standards, with a non-randomized control
group or without control group itself. The highest quality of trials

Therapeutic Use of LSD

was observed in studies on the therapeutic use of LSD
in alcoholism.

The detailed description of all studies included and their main
results can be found in Tables 1 and 2.

Place and Publication Date of the Study
Among the selected clinical trials, 3 were carried out in Canada, 7
in the USA and 1 in Switzerland. Tables 1 and 2 show these
clinical trials ordered by date of publication. Note the important
41-year interval between the study by (63); and the modern study
by Gasser et al. (75).

Quality Assessment of Studies
A summary of risk of bias is presented in Table 3. Based on the
definitions provided by the Cochrane risk of bias assessment tool
(67), no trials were assessed to show a high risk of bias related to
sequence generation, and all trials used random assignment.
Moreover, all trials attempted to conceal allocation, but most of
them were judged to have unclear risk of allocation concealment
(63, 65, 69, 71-73) because did not describe methods in detail.

Five trials (59, 70, 71, 73, 74) were judged to have a high risk
of bias due to blinding of patients or staff. In two of them (59, 70),
treatment allocation was concealed only until the time of the
possible LSD session, and in the other three trials (71, 73, 74) no
attempt of blindness or to single blind was made or designed.
The rest of them (62, 65, 68, 69, 72, 75) used double-blind
designs with active placebo, but in “Smart et al.” blinding of one
of the two control groups (control group without active placebo)
was not explicitly described.

All trials were judged to have low or an unclear risk
of bias due to independent and blind assessment. In one

H Records identified through database Additional record identified through
= {MEDLINE) searching ather sources
= (n = 3668) (n=12)
£
@
$ | |
Records after duplicates removed
o (n=3670)
E
£
@
: :
¥ Records excluded based
Records screened | onreview of title and
(n=3670) i abstract
(n=3627)
z |
a2 =z
=] Full-text articles assessed for
a eligibility 3] Full-text articles excluded
(n=43) {n=32)
l Reviews (n = 8)
3 - - Duplicated data (n= 3)
3 Studies included in Design/rationale (n = 14)
= qualitative synthesis Case reports (n=7)
£ (n=11)

FIGURE 1 | PRISMA flowchart of selected abstracts and articles.
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TABLE 1 | Details of studies: design, diagnosis and measurement.

Clinical LSD dosage (n) Control (n) Blinding Target condition/ Measures (time horizon)
Trial; Inclusion criteria
(Country)
Smart et al. 800 mcg (10) 60 mg Double-blind  Alcohoalics, “long history  Drinking History Questionnaire, Abstinence (6 months)
(68); ephedrine (not to “no of excessive and Maudsley personality inventory, Haigh-Butler Q, Rorschach, Wechsler
(Canada) sulfate (10) drug” group)  uncontrolled drinking” Adult Intellingence Scale
No drug (10) Independent  (Male and
assessors female)
Hollister et~ 600 mcg (36) 60 mg d- Double blind  Alcoholic Veterans, “acute Drinking Behaviour Scale (2, 6 months)
al. (69); amphetamine  Independent  alcoholic episode within 2
(USA) (36) assessors weeks of admission;
all problem drinkers”
(Male)
Ludwig et 3 mcg/kg No drug (44) Double blind  Alcoholics, “up to 4 Behaviour Rating Scale (6, 12 months)
al. (70); 210 mcg mean until LSD previous admissions for Abstinence (1, 3 months)
(USA) (132) session treatment of California Psychological Inventory
Independent  alcoholism” (Male)
assessors
Johnson 300 mcg initial dose  3.75 g Sodium  Single blind  Alcoholics in outpatient Abstinence, Drinking practice/consequences (12 months) Differential
(71); + 264 mcg mean Amytal + 30 Independent  treatment (Male and Personality Inventory, Quick test, Hidden Figures test
(Canada) (48) mg assessors female)
Methedrine
(@2)
/ No drug (25)
Bowen et al. 500 mcg (22) 25 mcg LSD Double-blind  Alcoholic Veterans under  Adjustment scale (12 months)
(72); (USA) (22) Independent  voluntary treatment for
No drug (15)  assessors alcoholism (Male)
not
mentioned
Denson and  50-300 mcg (163 No drug (26) No attempt  Alcoholic and neurotic Eysenck Personality Inventory, IPAT Objective Anxiety Scale,
Sydiaha mean) in of blind patients (Male and Minnesota Multiphasic Personality Inventory, Lorr Multi-dimensional
(73); subsequent dosage Independent  female) Rating Scale, Background Questionnaire for Non-Schizophrenic
(Canada) +5mg assessors Patients (BFQNSP) (6, 12 months)
dextroamphetamine
prior to LSD (25)
Pahnke et 450 mcg (73) 50 mcg LSD Double-blind  Alcoholics under Drinking Behaviour Scale, Global Adjustment (6 months)
al. (62); (44) Independent  voluntary treatment
(USA) assessors for alcoholism (Male)
Tomsovic 500 mcg (32) *non-  Usual Double-blind  Alcoholics with 12 years  Drinking Adjustment Scale (3, 6, 12 months) Blewett and
and schizophrenics treatment (45)  until LSD average of problem Chwelos Scales
Edwards *non- sesion drinking (Male)
(59); (USA) schizophrenics  Self-report
assessment
Savage and  300-450 mcg (37) Usual No attempt ~ Narcotic addicts in Global adjustment rating scale, Abstinence (6, 12 months)
McCabe treatment of blind Maryland
(74); (USA) 37) Independent  correctional institutions
assessors (Male)
Savage et 350 mcg (31) 50 mcg LSD Double-blind  Patients with Psychiatric evaluation profile, Katz Adjustment Scale, Global
al. (65); (32) Independent  psychoneurotic diagnosis, adjustment scale (6 months)
(USA) Usual assessors “depressed and anxious”  Block Design, Digit Span, Digit Symbol, Progressive Matrices,
treatment (33) (Male and female) Embedded Figures, Benton Visual Retention Test, Minnesota
Multiphasic Personality Inventory, Eysenck Personality
Inventory, Personal
Orientation Inventory
Gasser 200 mcg (8) 20 mcg LSD Double blind  Anxiety associated with State-Trait Anxiety Inventory, European Cancer Quality of Life
et al. (75); ) Independent  life- threatening deseases Questionnaire, SCL-90-R, Hospital Anxiety and Depression Scale, (1
(Switzerland) assessors patients (Male week, 2, 12 months)

trial (72) the outcome assessor was not explicitly described
as allocation-blind and in another one (59) the assessment
was collected by self-report questionnaire, confirmed by
telephone interview with a close relative or friend. The rest of

and female)

them (62, 65, 68-71, 74, 75) had independent and allocation-
blind assessors.

Two trials (62, 72) were judged to have a high risk of bias due
to incomplete outcome data, because participants were excluded
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TABLE 2 | Details of studies: set, setting and main findings.

Clinical Treatment program Pre-LSD session LSD session Setting Main findings
Trial;
(Country)
Smart etal.  Therapeutic community Brief orientation 3h interview and no full- Waist belt to bed Improvement in total abstinence/
(68); (group and individual time observation No music/visual longest period of abstinence for all
(Canada) therapy) stimuli groups
No significant differences between
groups
Hollister Short therapy on alcohol Brief orientation Brief supportive reassurance  Music stimuli Significant improvement for LSD
et al. (69); withdrawal (7 days) (focus on the self) Visual stimuli group (2 months) in Drinking
(USA) (comfortable Behavior Scale scores
furniture) No significant differences at 6 months
Ludwig et al. Intensive milieu therapy (30  Brief orientation 3h of therapy (psychedelic Not described Significant improvement in pre-post
(70); (USA) days) Group therapy therapy (44) hypnodelic treatment evaluation for all groups
therapy (44), or silent Significant improvement in BRS for all
observation (44)) groups in every period
No significant differences between
groups
Johnson Milieu therapy Brief orientation 4h of therapy (active Waist belt to bed Significant improvement across all
(71); (24h hospitalization) interviewing to focus No music/visual groups on most drinking indices
(Canada) particularly on current stimuli No significant differences between
problems) groups
Bowen et al.  Group therapy (60 days) Group lectures on possible  Supportive reassurance Music stimuli No significant differences between
(72); (USA) drug effects (focused particularly on non-  Visual stimuli groups at 1 year after LSD session.
verbal introspection) (flowers, pictures,
“tasteful furniture”,
mirror)
Denson and  Not described (24 h) Not reported Not described Not described Positive results in general health
Sydiaha (73); (general hospital (BFQNSP) for LSD group
(Canada) setting) No other significant differences
Pahnke et al. Intensive individual therapy ~ Extensive individual Therapy for eliciting a “peak Music stimuli Significant improvement in Global
(62); (49 days) preparation for treatment or transcendental experience”  Visual stimuli Adjustment and Drinking Behavior for
(Canada) (flowers, pictures, LSD group
“comfortable living  Significant relationship between
room”) better Global Adjustment
and peak-experiences
Tomsovic Group therapy (90 days) Lectures and reviews of Supportive reassurance (not Music stimuli Improvement in abstinence for LSD
and treatment intentions focused on extensive talking)  Visual stimuli group (significant for control sub-
Edwards (flowers, colorful group 1)
(59); drapes, pictures, No differences between lysergide
(Canada) hand mirror, scenic  experience measures
view) and benefit
Savage and  Brief residential psychedelic ~ Preparatory psychotherapy — Psychedelic therapy Not described Significant improvement in total
McCabe psychotherapy (4-6 weeks) (24 h) focused on positive abstinence for LSD group Not
(74); (USA) in outpatient clinic program  patient-therapist significant differences in global
relationship adjustment scale
Savage et al. Brief hospitalization, Preparation based on the Psychedelic therapy Not described Significant improvement in majority of
(65); (USA) psychedelic psychotherapy  psychedelic model of pre-post-treatment measures for
(4-8 weeks) psychotherapy (3-5 weeks) LSD group
Not significant differences between
groups at 6 months
Gasser et al.  Continuous Two preparatory Psychedelic therapy Music stimuli Significant improvement in State-Trait
(75); psychotherapeutic process  psychotherapy sessions Visual stimuli not Anxiety Inventory (STAI) scores for
(Switzerland)  lasting several months “Set”, based on the described “Safe, LSD group at 2 months

(outpatient program)

psychedelic model of
psychotherapy

quiet and pleasant
room”

Positive trends in reductions in trait
anxiety (STAI) at 2 months

STAI reductions sustained for 12
months

if they did not complete the intended treatment program (72) or

if received additional doses of LSD (62).

Four studies (59, 65, 69, 73) had substantial rates of missing
participants at follow-up. However, retention rates were
generally high, and data missed in one of the trials (63) was

only representative at 12 and 18 months, not at 6 months. In the

other three trials (59, 69, 73), authors considered missing

participants as unimproved.
Three trials (69, 70, 73) were judged to have a high risk of bias
because of possible selective outcome reporting, presenting lack
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TABLE 3 | Quality assessment of all included studies based on the risk of bias.

Therapeutic Use of LSD

Clinical trial Random Allocation con- Blinding for partici-
sequence cealment pants and
generation personnel

Smart et al. (68) Low Low Unclear

Hollister et al. (69) Low Unclear Low

Ludwig et al. (70) Low Unclear High

Hollister et al. (69) Low Unclear High

Bowen et al. (72) Low Low Low

Johnson (71) Low Unclear High

Pahnke et al. (62) Low Unclear Low

Tomsovic and Low Low High

Edwards (59)

Savage and McCabe  Low Low High

(74)

Savage et al. (70) Low Unclear Low

Gasser et al. (75) Low Low Low

of clarity at short-term follow-up clinical outcome and giving
more detailed data at medium or late-term follow-up. Another
trial (71) was judged to have an unclear risk because some
measures were not strictly reported.

Finally, four trials (62, 65, 71, 74) were judged to have a high
risk of other sources of bias. In one of them (62), due to baseline
imbalance (full-dose LSD participants were less likely to be
divorced and more likely to have prior admissions for alcohol
treatment), other trial (65) due to treatment time (full-dose LSD
participants were more likely to have more psychotherapy hours)
and the rest of them (71, 74) due to a shorter time of
hospitalization [from one day (71) to a few days (74)] for the
LSD treatment group and not the control group. Two last trials
(73, 75) presented unclear risk of bias due to uneven concurrent
use of other pharmacological treatments during study
between participants.

LSD Dosage and Method

LSD was administered to 567 patients in a dose range from 20 to
800 mcg. The oral route was significantly the most used one,
while one study (71) used the intravenous route and another one
(68) did not describe the route used. A single dose of LSD was the
procedure of choice for most selected clinical trials. Other studies
(71, 73) opted for a dosage-escalation approach, and some (73,
75) offered the possibility of repeating LSD doses at 2-3
week intervals.

The concomitant use in some of the studies of other
pharmacological principles, such as dextroamphetamine (73)
prior to the dose of LSD, or chlorpromazine or promazine (71,
73) after LSD treatment is worth mentioning. Since the
therapeutic potential of LSD may be underestimated or
masked by such treatments.

Safety and Adverse Effects
Most studies describe exclusion criteria for patients to be treated
with LSD. Severe organic disease (mainly at neurological and
cardiovascular levels) was a common exclusion criteria (63,
66-69).

“Gasser et al.” do not rule out those patients with
cardiovascular disease, due to the idiosyncrasy of subjects
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Blinding of Incomplete outcome Selective Other
outcome data reporting sources
assessment of bias
Low Low Low Low
Low Low High Low
Low Low High Low
Low Unclear Unclear High
Unclear High Low Low
Unclear Unclear High Unclear
Low High Low High
Unclear Low Low Low
Low Low Low High
Low Low Low High
Low Low Low Unclear

under study (life-threatening diseases). Two of the studies (67,
75) also excluded those patients with a history of severe affective
disorder. Most clinical trials (65, 68-71, 74, 75) discarded those
patients with active psychosis for the study, but some of them
(65, 68, 70, 74) did not rule out patients with a history of
psychosis in the past. It is noteworthy that in the study of
Tomsovic and Edwards (59), LSD was administered to a
subgroup of 12 patients diagnosed with schizophrenia
(withdrawn from Table 1, due to modern exclusion criteria),
to which they applied a separate statistical analysis that showed
better results for the subgroup of non- schizophrenics who had
received a single LSD dose.

Two cases of serious adverse effects were reported. In one of
the studies (69), authors described a tonic-clonic seizure,
without subsequent complications, in a patient with a previous
history of seizures in a context of abstinent clinical symptoms. In
another one (74), a case of prolonged psychosis was reported in a
21-year-old patient with a previous history of recurrent
psychotic episodes in the context of hospitalization during
adolescence. This patient received psychotherapy and
antipsychotic medication, recovering without later
complications. No other serious adverse effects were described
in the remaining 565 subjects.

Control Group and Active Placebo

Five studies within our review (68, 70-73) designed a control
group for which no drug was administered, and three others
(59, 65, 76) had a control group in which the usual treatment
was applied to patients during hospitalization. In “Savage et al.”
the control group had the added benefit of participating
in one hour and a half group therapy sessions three times a
week, which were defined as eclectic (focused on the solution
of specific problems through group interaction). Most studies
(see Table 1) had a control group in which active placebo
was used, and four of them (62, 65, 72, 75) used LSD itself at a
lower dose. The difficulty in maintaining patient and therapist
uncertainty, even with active placebo, is underlined by authors.
With ephedrine sulfate (68), in 19 of 20 cases the therapist
correctly guessed which type of drug was administered to the
patient, and 20 mcg of LSD (75) was considered too low a dose
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to avoid unmasking the control group, both for patient
and therapist.

Treatment Program and “Set”

There was great heterogeneity among the clinical trials chosen
for this review in terms of patient preparation and the general
therapeutic program to which LSD treatment was added. Table 2
shows the type of treatment program used in each study, ranging
from 24 h to 90 days from the start of treatment to patient
discharge. The treatment program between different studies also
differed in structure, varying between highly structured intensive
programs (70) (with five weekly meetings, seminars, group and
individual therapy, occupational therapy and rehabilitation
program) and the absence (73) of a specific program.

Preparation of the subject for LSD treatment ranged from
very brief orientation (68-71 to extensive preparation (62, 65, 74,
75) with the aim of promoting the therapeutic experience.
Preparation time (pre-LSD session, Table 2), ranged from a
few hours to 5 weeks. The only information provided to subjects
in some cases was the great variation in the individual response
of the drug (68), or very brief data on the nature of response (69),
with no intention to perform previous therapy. One of these
authors (70) points out that the previous preparation of patients
to LSD administration was possibly insufficient for achieving
therapeutic objectives.

Despite heterogeneity, there was a trend among most modern
trials within our review to emphasize the importance of the “set”
of the subjects to be studied, devoting more time and providing
them with a structure. In the earliest study meeting these
characteristics (72), patients were previously informed of the
nature of the drug, stating whether they would receive a small or
a large dose. Within the LSD group of treatment (full-dose or
active placebo), approximately half of the patients performed the
session during the first 3 weeks, with the remaining subjects
receiving LSD treatment during the last 3 weeks. There was a
non-significant trend towards better results among those who
received treatment during the last 3 weeks, which was
highlighted by the authors as a positive association between
“set” and therapeutic outcomes.

Therapeutic Approach and “Setting”
Therapeutic Approach

Again, great heterogeneity was observed among studies
regarding the therapeutic approach during the treatment with
LSD. Two studies (68, 71) applied an approach based on active
and directed interviews focused on problems derived from
alcohol dependence. In one of these trials (68), these interviews
were described as an attempt to discover alternatives to alcohol
use, and to define patient attitudes regarding the transfer with the
therapist, the act of moving towards drinking, parental
relationships, suicidal ideation or sexual behavior.

In three of the studies (59, 69, 72), no psychotherapy attempts
were made during the treatment session. In one of them (69), an
effort was made to maintain a supportive environment, which
included non-verbal communication. In another study (70),
three different approaches were used during the LSD session,
defined as “psychedelic therapy”, “hypnodelic therapy” and

Therapeutic Use of LSD

“silent observation”, to study possible differences in their
therapeutic potential. The author described “an active,
dynamically oriented psychotherapy, with the primary focus
on major problem areas”, which contrast with the description
of “psychedelic therapy” considered above. The most common
approach among these studies (62, 65, 74, 75) was to use
psychedelic therapy, defined as 12-14 h after one relatively
high LSD dose (200-500 mcg), during which a nurse and a
therapist provide constant attention (65) with the aim of the
subject achieving a “peak or transcendental experience” (62).

Setting

Regarding the physical (sensory stimuli) and interpersonal
environment of subjects during the LSD treatment (see Table
2), in five trials (59, 62, 69, 72, 75), musical stimulation during
the session was offered. Descriptions of environment were varied,
finding “comfortable or tastefull furniture” (62, 69, 72) or
“flowers and pictures” (59, 62) as examples. In four of the
studies (65, 70, 73, 74), the physical environment was not
described. Likewise, in two studies (66, 69), the use of waist
belt to bed method was mentioned to prevent subjects from
leaving their position. Regarding the interpersonal environment,
the fact that in the earliest study (68) subjects were
unaccompanied for an indefinite period of time during the
treatment is noteworthy.

Efficacy
The efficacy of the intervention with LSD was presented by the
main diagnosis where the substance was administered.

Alcohol Use Disorder

Most clinical trials in this review (59, 62, 68-73) evaluated the
therapeutic potential of LSD in the treatment of alcohol use
disorder. The main outcomes of these studies and their main
statistical analysis were summarized below, by order
of publication.

In the study by “Smart et al.” there was a substantial
improvement in abstinence (total abstinence and longest
period of abstinence) in all three groups [LSD group (800
mcg), active placebo group (60 mg ephedrine sulfate) and “no
drug” group], but no significant differences were found between
them (ANOVA, p > 0.05). There were no significant differences
between groups either in the Drinking History Questionnaire
nor in number of voluntary contacts with the clinic afterwards.

The second study (69) showed a significant improvement (t-
test, p < 0.01) in the 2-month follow-up in the LSD group with
respect to dextroamphetamine, based on the Drinking Behavior
Scale score. No significant differences were found at 6 months
follow-up, except for two specific symptoms of this scale (related
to work performance), in which LSD was shown to be superior to
dextroamphetamine (chi-square, p < 0.05).

Conversely, in the study by “Ludwig et al.”, results showed a
significant improvement at two weeks of treatment (t-test for
correlated means, p < 0.05) for all four groups (three different
approaches in LSD group (Hypnodelic therapy group,
Psychedelic therapy group and Silent Observation group) and
control group). However, no significant differences were found
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between them (ANCOVA, no alpha value reported). In the same
way, a significant improvement (t-test for correlated means,
p < 0.05) was observed in the Behavior Rating Scale values for
each period (6, 12 months) in all groups, without finding
significant differences (ANCOVA, no alpha value reported)
between them.

In the next study (71), a significant improvement was found
in terms of abstinence (ANOVA, p < 0.01), drinking behavior
(ANOVA, p < 0.01) and employment rate (ANOVA, p < 0.05)
after treatment in all groups (LSD treatment group, active
placebo (Sodium Amytal and Methedrine) control group, and
“no drug” control group). However, no significant differences
(chi-square, p > 0.05) were found between them. In the same
direction, in the study by “Bowen et al.”, no significant
differences were found between groups (chi-square, p > 0.05).

In the study by “Denson et al.”, no significant differences (chi-
square, p > 0.05) were observed between groups (LSD group and
control group) at follow-up, except in the Background and
Follow-up Questionnaire for Non-Schizophrenic Patients
(BFQNSP) data, in which the LSD treatment group showed
better results in terms of general health (chi-square, p < 0.05).

In the next study (62), significant improvements were
observed in Global Adjustment (ANCOVA, p < 0.05) and
Drinking Behavior (ANCOVA, p < 0.025) for the LSD
treatment group compared to the control group at 6 months.

Finally, in the last trial (59), a higher percentage of abstinence
was observed among the LSD treatment group compared to
the remaining groups (control group 1: no treatment, only
ongoing follow-up evaluation; control group 2: usual
treatment, “Regular Alcoholic Rehabilitation Program”) at
three months, maintaining this superiority at one year in
several grades. A statistical difference (chi-square p < 0.01) was
observed between the LSD group and the control group 1, but
authors emphasized that the control group 1 was not
representative of the best results observed in the control group 2.

In summary, it was observed a significant effect of LSD in four
studies performed. However, this effect was related to quality of
life and general health in some of the studies, with no clear
improvements in alcohol abstinence.

Neurotic Symptoms (Anxiety, Depression, and
Psychosomatic Diseases)

Two trials (65, 73) evaluated LSD as a treatment of neurotic
symptoms. This diagnosis was referred to as depressive neurosis,
obsessive-compulsive reaction, phobic reaction, anxiety state,
hysteria, psychoneurosis with somatic symptoms, character
disorder and sexual neurosis. The presence of all
symptomatology was not required, and a subset of neurotic
symptoms was adequate. “Denson et al.” found significant
differences (chi-square, p < 0.05) in Questionnaire data
(BFQNSP), in which the LSD treatment group showed better
results in terms of general health at 6 and 12 months. Also, in the
study by “Savage et al.”, a significant improvement (chi-square,
p < 0.05) was observed at 6-8 weeks in most of measurements
used for all three groups (LSD treatment group, active placebo
(LSD) control group and “usual treatment” control group). This
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improvement (mainly focused on symptomatology and self-
actualization) was significantly greater as an average for the
LSD treatment group compared to the “usual treatment” control
group, as well as for some measurements used for the active
placebo (LSD) control group compared to the “usual treatment”
control group. The LSD treatment group showed superiority
(chi-square, p < 0.05) with respect to both control groups in a
sub-scale of the Minnesota Multiphasic Personality Inventory
(F scale, focused on general psychopathology). Regarding
subsequent evaluation (6 months), all groups showed
significant differences in a large number of variables, but in
this case the results of the statistical analysis failed to reach the
defined significance level (ANCOVA, p > 0.05) between
the groups.

Heroin Use Disorder

Only one study (74) met the inclusion criteria in our review.
Significant differences were observed (chi square, p < 0.05) in
total abstinence rates in favor of the LSD treatment group at
12 months. A trend, not statistically significant (chi-square, p <
0.02), was observed in favor of the LSD treatment group in
Global Adjustment Rating Scale.

Anxiety Associated With Life-Threatening Diseases
A modern study (75) assessed anxiety associated with chronic
inflammatory disease, chronic motor disease and cancer. All
patients had a score of 40 and above in the State-Trait Anxiety
Inventory (STAI). A positive tendency in trait anxiety reduction
(ANOVA, p = 0.033) in the STAI was observed at two months
post ingestion, as well as a significant reduction (ANOVA, p =
0.021) in state anxiety in the STAIL Reduction trends in the STAI
were maintained after 12 months in the LSD group, however
with no significant difference (ANOVA, p > 0.05).

Aftercare Related to Experimental (LSD)
Sessions

In some studies (69, 73) patients could be discharged after 24 h
or in less time (73) if they were able to be assisted by friends or
relatives. Other studies did not specify which patients
maintained subsequent therapy (70), or did not examine
session results unless patients actively requested it (68). In one
of these studies (70), a possibly inadequate follow-up of subjects
was mentioned, without giving them the opportunity to receive
further treatment.

One of the authors (72) suggested that short-term changes
that occurred frequently in subjects' personality could be
integrated and applied to their daily-life insight with greater
support and additional help after hospital discharge. In one study
(65), patients remained hospitalized at least one week after the
LSD session, being visited by their therapists repeatedly. In this
study, a second session with LSD was offered to those patients
who were considered suitable for second exposure
(approximately 25% out of both LSD groups (full-dose and
active placebo) received an equal second dose). In another
study (75), a second dose was also offered to subjects in the
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active placebo group at months of follow-up (open- label cross-
over design). Finally, in one of trials (70), half of each group was
also treated with disulfiram (daily dose of 500 mg) after hospital
discharge. Patients were strongly encouraged to take a fixed,
prescribed dosage every day, instructed on the dangers of
imbibing alcohol while on disulfiram, and started on the drug
four days prior to hospital discharge. They were given a six-
month supply of disulfiram and instructed to take one 500 mg
tablet per day. Baseline to post-treatment t-tests revealed
significant improvement (t-test for correlated means, p < 0.05)
in Behavior Rating Scale for every group at every period, while
two-way analysis of covariance revealed no significant differences
(ANCOVA, no alpha value reported) between groups that
received disulfiram and those that did not after hospital
discharge, for any of the measurements studied.

Variables in Therapeutic Response

Some studies (59, 62, 74) described efforts to predict therapeutic
outcomes in relation to an acute hallucinogen experience. In one
of them (59), it was emphasized that the methodology used did
not manage to measure crucial aspects of the experience that
foresee subsequent benefits. In two others, a significant link was
observed between values in the Global Adjustment Scale (62) and
the probability of optimal adjustment in the community (74) in
relation to the achievement of a “mystical or peak experience”
during the LSD session. One of these authors (62) identified the
LSD dose as a better predictor than the type of experience in his
study; although he also pointed out that there was a close link
between “peak-experiences” and a higher drug dose.

On the other hand, in two studies (59, 74) it was observed that
patients who seemed to benefit from the treatment with LSD did
so optimally with more probability. A greater likelihood of
complete abstinence from alcohol (59) or optimal adjustment
in the community (74) was observed after the LSD treatment.

Finally, one of the authors (65) highlighted that male patients
showed a clear improvement in Global Adjustment with as full
dose (350 mcg) of LSD at six months post ingestion, while in
females, a greater improvement was observed with low doses of
50 mcg (ANCOVA, p < 0.1).

DISCUSSION

Despite design heterogeneity among the clinical trials in this
review, some positive results were observed, revealing the
therapeutic potential of LSD in the reduction of psychiatric
symptomatology. The vast majority of authors described
important positive short-term changes in patients, although in
some studies (59, 65, 69) an important homogenization was
observed between the LSD treatment group and the control
group at long-term follow-up. Some previous studies of lower
quality (77) also exemplified a clear improvement in short-term
adjustment, with a later tendency to balance results with the
control group. However, this is in contrast with the results shown
by some authors (62, 74, 75), in which therapeutic changes were
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maintained at 6-12 months after treatment. Moreover, in a
follow-up study (78) beneficial changes were found at one year
of follow-up for hallucinogen therapy compared with
conventional psychotherapy in adolescent behavior disorders.
Numerous studies in healthy volunteers have been carried out
within the last decade, and some of them have showed positive
effects more than a year after a LSD or psilocybin single dose
(79, 80).

The results of this review could conclude that alcohol use
disorder patients may benefit from LSD treatment. Other studies
with a lower quality control group (patients did not receive a
treatment comparable to the treatment group) also found
significant differences in favor of LSD treatment in alcoholism
(60, 81). Likewise, according to a retrospective analysis of studies
published in the late 1960s, LSD is a potential therapeutic agent
for the treatment of chronic alcoholism (82). A recent meta-
analysis (83) of six of the clinical trials chosen for this review
showed the superiority of LSD over placebo in the treatment of
alcoholism with an odds ratio (OR) of 1.96 (95% confidence
interval 1.36-2.84 OR, p = 0.0003). This study found that a LSD
single dose was comparable in terms of effectiveness with the
daily intake of naltrexone, acamprosate, or disulfiram in
alcoholism treatment (84-86). Other studies in our review also
found promising results regarding LSD use for the treatment of
heroin use disorder, anxiety, depression, psychosomatic illnesses,
and anxiety in relation to life-threatening diseases. Regarding the
latter, several authors (56, 57) emphasize the difficulty of
designing placebo-controlled and double-blind trials, due to
ethical reasons and the nature of the psychoactive intervention.

Regarding the disparity between some results in our review,
and as noted by Pahnke et al. (62) “it is essential to keep in mind
the differences in procedure among the various methods, not
only because of different kinds of experiences being facilitated,
but also because of conflicting results that can be correlated with
the method used”. LSD invariably involves a complex interaction
between drug dosage, set and setting. This link is also objectified
in different studies, showing the significant relationship between
the therapeutic efficacy of hallucinogens and an adequate set,
setting and integration of later experience (62, 87-90). This could
explain some differences between the results of these reviewed
trials, in which there was a great variation between the approach
of “Smart et al.”, (Psychedelic-chemotherapy: no attempt of
psychotherapy, waist belt) and that of “Savage et al.”
(psychedelic therapy: set, setting and aftercare related to the
LSD session). Some authors (91) argued that the accepted
methods proven to generate some beneficial experience with
LSD are far from those used by Smart at the 1960s. Therefore, the
inherent difficulty in conducting a double blind controlled
clinical trials with LSD should be mentioned. In 1964,
Whitaker (92) stated his opposition to the design of a control
group with this type of substance, due to the promising responses
of first patients as opposed to the control group. Due to this
difficulty, widely discussed at the time, many studies previous to
that carried out by “Smart et al.”, did not apply adequate
measures or assessments, without a control group or properly
designed statistical analysis. In this regard, Tomsovic and
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Edwards (59) mentioned “the complexities and difficulties of
achieving control over the placebo effect of a drug that has
spectacular mind-altering properties, and where research is
contaminated by expectations of benefit”.

Also, modern clinical trials are currently facing a series of
problems, which could be summarized as follows (93). Firstly,
subjective and objective changes experienced with LSD and the rest
of hallucinogens, apparent for both the subject and observer, make
performing double-blind tests virtually impossible. Likewise,
adequate placebo control becomes extremely difficult due to the
absence of such changes in the control group. Strict control of the
variables related to the therapeutic benefits of LSD is also necessary.
Finally, research with these substances must overcome a series of
strict ethical committees and restrictions at the legal level.

When attempting to solve difficulties in terms of blinding and
adequate placebo control, a valid approach is an active placebo,
using LSD at lower doses (94), an approach already suggested
within some of clinical trials in our review (62, 65). This
methodology, despite possibly minimizing the effects of LSD
when compared to its sole administration, is based on results by
numerous researchers who have observed the link between dose
and quality and intensity of the hallucinogen response (95-98).
Dosage and form of administration, as well as the context in
which it is carried out, can be strictly controlled within a hospital
setting. The possible effects of microdoses of LSD must be takin
into account, possibly limiting its use.

Despite the known unpredictability of hallucinogens, great
efforts have been made in recent years to know which variables
are associated with the therapeutic value of these substances,
finding mystical-type experiences as one of the objectives to be
achieved (97, 99, 100). Results of recent investigations show that
mystical-type experiences are associated with positive long-term
changes after a dose of hallucinogens (33, 79, 99-102). The
musical stimuli variable has also been observed as a predictor of
mystical-type experiences and positive therapy outcomes (103).

As noted by Gasser (76), designing qualitative studies,
not only based on pathology-oriented measurements,
is also important to detect variables related to other
psychopathological symptoms that can potentially be
improved by LSD use (e.g. equanimity, self- assurance and
mental strength). Currently, there are validated scales available
to measure the quality of the hallucinogen experience, such as
the Mystical Experience Questionnaire (MEQ-30) (104) and
the Ego-Dissolution Inventory (EDI) (96). The apparently
unpredictable nature of these experiences makes studying
them in empirical research equally difficult and necessary
(14, 104, 105).

Moreover, numerous recent studies with LSD regarding
changes in neural networks have been carried out. Modularity
and integration networks (as observed in resting- state functional
connectivity) have been shown to decrease due to effects of LSD
(106, 107). Patterns compared to normal waking consciousness
have been demonstrated with LSD (108), and a correlation
between subjective reports of “ego dissolution” during LSD and
an increment of the overall connectivity and global integration of
the brain was found (109). These changes at the cerebral level
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during the acute effects of hallucinogens have been associated
with the aforementioned subjective effects “ego dissolution” and
“mystical-type”, and could be related to the wide therapeutic
value of these substances (101, 102, 105, 110).

Likewise, multiple modern clinical trials involving other
hallucinogens have been carried out in the last decade, mainly
with psilocybin. Hopeful results have been found for the
treatment of alcohol (111) or tobacco (112) addiction,
anxiety in relation to advanced cancer (113) or obsessive-
compulsive disorder (114). Moderate doses of psilocybin (200
ug/kg) have been used in some modern studies, either with dose
escalation (114) or the same dose in various sessions (113),
something reminiscent of the psycholithic therapy used in
Europe in the past century. Some possible reasons for the
greater use of psilocybin over LSD in modern trials were the
shorter duration of one effects of the former (thus avoiding
hospitalization) or the greater stigma that prevailed regarding
the latter (making it difficult to get economic funds and the
approval by ethical committees). Beyond psychiatry, the
therapeutic potential of LSD in other medicine fields has
recently become evident, as in the treatment of cluster
headaches in neurology (115).

As it has been previously pointed out, the homogenization of
the therapeutic approach is strictly necessary, and training
programs related to research and psychotherapy with
hallucinogens have recently been developed (116). Also, there
are modern guidelines available for the correct use of
hallucinogens in clinical research (31). Therefore, the reborn
interest of the therapeutic potential of hallucinogens in modern
clinical trials is evident, something proven by the remarkable
increase in the number of studies carried out with these
substances over the last decade (117).

The present review has limitations. Firstly, only articles
written in English were selected; this could imply that articles
in other languages were excluded despite the fact that these
might have provided valuable information. Furthermore, as
mentioned above, most studies were carried out during the
past century. Moreover and as previously discussed, there was
considerable heterogeneity in their design. Also, differences
regarding patient populations, features, and diagnostic
methods were noticed. Therefore, due to the lack of studies
and the features exhibited by selected research, this review can
contribute limited evidence on the topic of interest.

This study comes with its own set of strengths. On the one
hand, to our knowledge this is the first systematic review of
randomized-controlled trials to assess the therapeutic potential
of LSD in psychiatry. On the other, a strict selection of studies
was carried out, considering inclusion and exclusion criteria as
well as confounding factors. With regards to this and in spite of
the heterogeneity mentioned above, the important therapeutic
value of LSD is revealed and it is observed to be related to
variables controlled by the researcher, such as: set, setting and
aftercare related to the LSD session. Another positive aspect of
this review is that our results highlight the need for randomized-
controlled clinical trials with standardized methods to accurately
assess the quality of an acute hallucinogen experience. Finally,
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this review could serve as a guide for further research involving
LSD as a therapeutic agent.

CONCLUSIONS

In conclusion, and despite some controversial results mentioned
above, LSD is revealed as a potential therapeutic agent in
psychiatry; the evidence to date is strongest for the use of LSD
in the treatment of alcoholism. Despite the difficulty of designing
double-blind clinical trials with this substance, new studies
performed under modern standards are necessary in order to
strengthen our knowledge, help erase the stigma that still prevails
around these substances and open new doors in the future.
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