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Psychedelic drug treatments

Are psychedelic drug treatments
seeing a comeback in psychiatry?

After a hiatus of nearly 40 years, psychedelic drugs (or hallucinogens) are being increasingly researched as
possible adjuncts to psychotherapy for treatment-resistant anxiety disorders and addictions.This research
offers an exciting future for this class of drugs whose image has been tarnished by recreational use since the
1960s. Through cautious and evidence-based studies, these medications could be finding their way back to
where they began their lives: as valid and effective tools for clinical medicine and neuroscientific research.

Psychedelic drugs, such as D-lysergic acid diethyl-
amide-25 (LSD), 3,4,5-trimethoxybenzeneethanamine
(mescaline), O-phosphoryl-4-hydroxy-N,N-dimethyl-
tryptamine (psilocybin), 3,4-methylenedioxymetham-
phetamine (MDMA) and dimethyltryptamine (DMT),
occur in abundance throughout the natural world and
have been used by humankind for thousands of years.
In some cultures these substances are important
tools for spiritual experiences, while in others they are
labelled as dangerous drugs of abuse. What is less well
known by many psychiatrists is the historic role they
played in psychiatry for a brief interval and that there
is currently a growing international explosion of
research into developing them again as clinical tools.

Defining psychedelic drugs

Many psychiatrists will define psychedelics as drugs
that cause an acute confusional state, producing pro-
found alterations in consciousness and inducing per-
ceptual distortions as part of an organic, toxic
psychosis. From a cross-cultural perspective, the psy-
chedelic drugs may be defined as spiritual tools, used
in the form of plants and fungi by many non-Western
cultures as part of their religious ceremonies.

For many lay people, the psychedelic drugs are lit-
tle more than illegal and dangerous drugs of abuse —
considered to be addictive compounds, not to be dis-
tinguished from cocaine and heroin, which are under-
stood to be wholly negative — the cause of an
individual, if not society’s, destruction.

However, two contemporary definitions for psyche-
delic drugs include the following:

e These drugs can be developed as useful and safe
medical treatments — used as adjuncts to psychother-
apy to alleviate the symptoms and modify the course
of many treatment-resistant mental illnesses

e They can be developed as vital research tools with
which to better our understanding of the brain and the
nature of consciousness.!
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Ancient uses of psychedelic drugs
Psychedelic plants have been used by non-Western cul-
tures as spiritual tools for thousands of years. They have
shaped the course of many established religions and con-
tinue to be used throughout the world as part of religious
ceremonies for many cultures.? Examples include the leg-
endary ‘soma’, appearing throughout Sanskrit texts form-
ing the basis of the Hindu religion. Of the 1200 texts of
the Rig Vedas, some 100 describe the mystery substance
soma. The active component of soma was possibly the hal-
lucinogenic Amanita Muscaria (Fly Agaric) mushroom.
In ancient Greece, as part of the Eleusinian Mystery
Rites, there was the 2000-year-old practice of worship-
ping the Goddess Demeter through ingestion of a drink
made from Paspali grass, inadvertently impregnated with
ergot — the active component of which is a close relative
of LSD. During the secret ceremony, the initiates, who
included Plato and Cicero, described their experience of
seeing and communicating with the Goddess herself.

History of psychedelics in medicine

After the discovery of the psychotropic effects of LSD in
the 1940s by the Swiss Chemist Albert Hofmann,3 there
followed a short period of clinical use within psychiatry.
Psychiatrists and psychotherapists found that LSD had
the ability to allow a deeper access to repressed memo-
ries and an improved relationship between patient and
therapist. The ‘classical’ psychedelics such as LSD and
psilocybin were studied throughout the 1950s and
1960s, and thousands of case reports of their use exist.*
The number of adverse incidents was low® and doctors
developed progressively more sophisticated methods
for achieving the most comfortable and productive psy-
chedelic sessions. Their techniques were often informed
by Eastern tradition — with elements of meditation and
chanted verses in a relaxing, facilitative environment.5
However, despite these numerous reports, by modern
research standards the studies of the 50s and 60s have
little more than anecdotal value as they usually lacked
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Studies currently underway (Phase Il)

* MDMA-assisted psychotherapy to treat resistant PTSD: Underway in the USA by Dr Michael Mithoeffer?®

* MDMA-assisted psychotherapy to treat resistant PTSD: Underway in Switzerland by Dr Peter Oehen2®

* Psilocybin-assisted psychotherapy to treat the anxiety and pain associated with terminal cancer: Underway in the USA by Dr Charles Grob?’
+ LSD-assisted psychotherapy to treat the anxiety and pain associated with end-stage cancer: Underway in Switzerland by Dr Peter Gasser28
* Ibogaine-assisted psychotherapy to treat opiate addiction: Follow-up and review of previous therapy in Canada underway by Leah Martin

and Sandra Karpetas?’
Studies currently under planning and awaiting full approval

Griffiths30

Studies that have been competed

+ Ketamine-assisted psychotherapy to treat alcohol dependence3*
* Ketamine-assisted psychotherapy to treat heroin dependence3
* Psilocybin as an agent to induce a mystical-type experience’®

* Psilocybin-assisted psychotherapy to treat the anxiety and pain associated with end-stage cancer: Underway in USA by Dr Roland
* MDMA-assisted psychotherapy to treat the pain and anxiety associated with end-stage cancer: Planned by Dr John Halpern in the USA3!

* Using (sub-psychedelic doses of) LSD and psilocybin to treat cluster headaches: Study planned by Dr Andrew Sewell in the USA32

* Psilocybin-assisted psychotherapy to treat obsessive-compulsive disorder33

* Physiology and dose studies with dimethyltryptamine (DMT) in humans?
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Table |. Psychedelic drug trials currently underway, planned and completed

control groups and follow-up and were subject to selec-
tion bias.”

With the leaking of LSD from the scientific commu-
nity into widespread public use, medical research
ended virtually overnight, as doctors, in the face of a
massive press bias against LSD, were forced to distance
themselves from the drug.8 Many psychedelic thera-
pists, having found their work with LSD promising,
were disheartened by the prohibition, and by the mid-
70s their work was virtually extinct. On giving up their
work with LSD some psychiatrists went on to develop
alternative non-drug-assisted transpersonal psychother-
apy methods and some went on to work with the little
known, still legal at the time, drug MDMA.

Is MDMA the future for psychedelic research?

MDMA is the synthetic psychoactive drug better
known as the street drug ‘ecstasy’. The MDMA expe-
rience has several features that make it well suited to
assist psychotherapy. Sometimes referred to as an
‘empathogen’ or ‘entactogen’, MDMA promotes relax-
ation, facilitates a loosening of the ego and encourages
an increased thoughtfulness and contemplativeness.?
These effects can produce a state of improved insight
and aid a greater exploration of otherwise painful
repressed memories, by ‘inhibiting the subjective fear
response to an emotional threat’.10 This makes MDMA
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a particularly useful drug for patients with post-trau-
matic stress disorder (PTSD)!! or for patients experi-
encing anxiety associated with the process of dying in
cases of terminal cancer.!?

There are also well-recognised effects on the rela-
tionship between the patient and the therapist. These
stem from MDMA'’s ability to increase levels of under-
standing and empathy.!3 The warmth and feelings of
empathy that are experienced under MDMA allow
users to approach previously difficult intimate rela-
tionship conflicts in a new light, and account for the
utilisation of MDMA as an agent to assist in couples’
therapy in the USA in the early 1980s.14

Crucially, the MDMA experience is almost always
pleasurable and manageable. It is far less perceptually
distorting than that of the classical psychedelics.
MDMA, strictly speaking an ‘empathogen’ rather than
a psychedelic drug, is less intense and shorter acting
than LSD (two to five hours compared to LSD’s 8 to 12
hours). It offers a similar therapeutic potential for low-
ering a patient’s defences and aiding the psychothera-
peutic process.® Altogether this makes MDMA a much
more attractive tool for psychotherapy than LSD.16
Since the 1970s, MDMA psychotherapy has seen an
emerging underground use by analysts and there are
now a number of trials underway throughout the world
using MDMA and other psychedelic drugs.
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Safety profile of the psychedelic drugs when used
clinically

The ‘classical psychedelics’ (psilocybin, LSD, mesca-
line) have a remarkably safe physical profile relative
to other psychoactive compounds. There are no
recorded deaths from any direct toxic effects of these
drugs — even in overdose.

Psychological safety concerns include the risk of
anxiety episodes or triggering psychosis in vulnerable
individuals. As reported in several reviews, transient
anxiety or depression after taking LSD have been
reported in many cases. These cases typically resolve
spontaneously with supportive care.1” There are reports
of prolonged psychiatric symptoms after LSD use, but
this response remains rare. In one survey of 5000 peo-
ple to whom LSD or mescaline had been administered
in therapeutic and research settings, adverse psychi-
atric reactions lasting more than 48 hours, including
psychosis, were reported in 0.08 per cent of research
volunteers and 0.18 per cent of psychiatric patients.!8

Another condition occasionally attributed to hallu-
cinogenic drugs is hallucinogen persistent perception
disorder (HPPD), sometimes wrongly referred to as
‘flashbacks’. HPPD involves changes in visual percep-
tion long after the acute intoxication with the drug is
over. To date, there are no studies reporting the preva-
lence of HPPD in the general population, but examina-
tion of reports and estimates of use of LSD and other
hallucinogens in the USA suggest that HPPD is rare.l?
By excluding high-risk groups, and ensuring careful
attention is paid to set and setting (ie the context of the
psychedelic experience) during human psychedelic
drug research, these risks can be reduced to a minimum.

The psychedelic drugs are rarely described as addic-
tive. This has been demonstrated by both epidemiologi-
cal evidence (in which users becoming dependent on
psychedelic drugs is very rare) and animal studies (in
which laboratory animals do not readily self-administer
themselves with psychedelic drugs to anything like the
extent they do with drugs such as cocaine and alcohol) .20
Extrapolated to humans, this suggests a very low depend-
ence potential. There still exists concern around the risk
of long-term neurotoxicity with MDMA, although in
recent years this has been challenged by contemporary
neurobiological and neuroimaging evidence.?! And a
recent influential Lancet paper?? suggested that the
health risks of LSD and MDMA, even when abused
recreationally, have been greatly exaggerated. The study
classified these substances a long way down the table of
harm, well below alcohol and cigarettes in terms of phys-
ical, psychological and dependence risk potential.

Crucially, regarding the safety profile of psychedelic
drugs, whatever risks may exist for recreational users
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of these drugs, Phase I studies have consistently
demonstrated that moderate amounts of substances
such as LSD, psilocybin and MDMA can be adminis-
tered relatively safely in the context of medically mon-
itored clinical trials.%23.24

Current research
The double-blind placebo controlled trials outlined in
Table 1 have all been many years (some literally
decades) in their planning because of the complex ethi-
cal and political issues involved with this sort of research.
As the studies currently underway are still in the
Phase II pilot stage, no published results are available yet.
However, details of preceding Phase I studies and pub-
licly-viewable protocols are available on the Internet (see
References). Further details of all these planned, ongo-
ing and completed studies can be found at the websites
for the Multidisciplinary Association for Psychedelic
Studies (MAPS: www.maps.org) and Heffter Research
Institute (www.heffter.org).

Current state of the psychedelic community
There is an interesting shift going on within the psy-
chedelic medical research community. The commu-
nity is striving for acceptance — not just within
mainstream medicine but also from a distrustful gen-
eral public. By distancing itself from the pseudo-scien-
tific image of the past and increasingly aligning itself
with respected organisations that are embracing
prominent medical and neuroscientific professionals
of the day, the psychedelic community itself is well
aware of the need to adopt a more measured approach
if it is to progress. Whilst at this year’s World
Psychedelic Forum in Basel, Switzerland — a multidis-
ciplinary event in which scientists from all fields come
together every two years to discuss psychedelic drugs
— one journalist described the atmosphere to me as
being like that of the Labour Party conferences of the
early nineties!

So the future looks bright for the research poten-
tial of psychedelic drugs. This subject offers a valu-
able chance to integrate the sometimes divergent
subjects of psychiatry and psychotherapy, making it
an exciting time to be on the leading edge of research
in both fields. But we should not get too carried away.
This time round we must avoid the messianic passion
of the 1960s and exercise caution and restraint if we
are to truly develop these fascinating substances as
prescription medicines for the future.

Dr Sessa is a Consultant Psychiatrist and Research
Associate at the Psychopharmacology Unit, Bristol
University
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