


The rebirth of
psychedelic psychiatry

Recent research suggests psychedelic agents might
help treat anxiety, depression, other disorders

Brian Holoyda, MD, MPH, MBA r. P, age 65, has a history of major depressive disorder (MDD), gen-
Forensic Psychiatrist lized iety disord d ial phobia. Mr. P" lity i
Martinez Detention Facility eralized anxiety disorder, and social phobia. Mr. P’s personality is
Martinez, California high in neuroticism and he has often responded to new situations
Disclosure with feelings of impending doom. For him, fear, anxious rumination, help-
The author reports no financial relationships with any lessness, and catastrophizing are familiar mental processes.
companies whose products are mentioned in this article, When he was in his 30s, Mr. P had a severe major depressive episode

or with manufacturers of competing products. . . K . Lo
with suicidal ideation and sought care from a psychiatrist. He began a

treatment program of psychotherapy and concomitant psychopharmaco-
therapy with consecutive trials of fluoxetine, sertraline, and amitriptyline,
each of an adequate dose and duration. With each medication, Mr. P expe-
rienced new adverse effects, including nausea, constipation, tremors, and
headache. His psychiatrist transitioned him to bupropion, which helped
Mr. P most. For the next several decades, Mr. P continued to experience
low-grade depressive symptoms with intermittent exacerbation to mild-
to-moderate major depressive episodes, but he remained adherent to his
medication and continued psychotherapy.

Shortly after his 65th birthday, Mr. P experiences progressively worsen-
ing nausea and abdominal pain. Initially, he assumes the symptoms are
secondary to anxiety. Taking his psychiatrist’s advice, Mr. P visits his pri-
mary care physician. A work-up reveals that Mr. P has advanced pancreatic
cancer, and an oncologist estimates Mr. P has 6 months of life remaining.

Following his cancer diagnosis, Mr. P quickly develops symptoms of
MDD despite continuing to take bupropion. Within a week he becomes
withdrawn and hopeless, and thinks about ending his life “before God
does.” His psychiatrist urges Mr. P to contact the local academic medical
center because it is conducting a trial of a “new” drug, psilocybin, to treat
anxiety and depression in patients with terminal illness.
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Beginning in the 1940s, a growing body
of scientific evidence suggested that psy-
chedelic compounds such as lysergic acid
diethylamide (LSD) could benefit indi-
viduals with various psychiatric maladies.
Research interest in LSD and substances
with similar effects persisted until the late
1960s. In response to the growing counter-
culture movement in the United States and
the efforts of Harvard researchers Timothy
Leary and Richard Alpert to popularize
psychedelic drug use in the general popu-
lation, in 1970 President Richard M. Nixon
signed the Controlled Substances Act
(CSA) into law. The CSA categorized LSD
as a Schedule I drug, rendering its manufac-
ture and distribution illegal. Research into
the potential therapeutic benefits of LSD
was effectively halted.! In recent decades,
however, there has been a quiet but grow-
ing renaissance of scientific interest in the
effects of psychedelics on a variety of con-
ditions, including terminal illness—related
anxiety and depression, treatment-resistant
depression, and substance use disorders
(SUDs). One example is psilocybin, which
is currently undergoing Phase 2 and 3 clini-
cal trials in North America and Europe for
treatment-resistant depression.

As researchers have once again picked up
the torch in the pursuit of psychedelic thera-
peutics, jurisdictions in the United States are
also relaxing their stance on these drugs. In
2019 and early 2020, Denver, Oakland, and
Santa Cruz became the first 3 cities in the
United States to decriminalize the possession
of various psychedelic substances.** With the
passage of Measure 109 in November 2020,
Oregon became the first state to decriminal-
ize the use of psychedelic mushrooms in
therapeutic settings.’ The combined forces of
increased research and relaxed political con-
cern related to psychedelics might make it
possible for the FDA to approve their use for
psychiatric conditions. Therefore, it is critical
for psychiatrists to understand the psycho-
pharmacology, range of effects, and poten-
tial risks and benefits of these agents. In this
article, I describe what psychedelics are and
how they work, summarize a few research
findings about psilocybin, and offer a frame-
work for psychedelic psychiatric practice in
the years to come.

What are psychedelics?

Psychiatrist Humphry Osmond first coined
the term “psychedelic” in 1957 at a meet-
ing of the New York Academy of Sciences,
where he was discussing his research on
the effect of LSD on patients at the Weyburn
Mental Hospital in Saskatchewan, Canada.®
Prior to 1957, LSD had been described as
a “psychotomimetic” drug because it was
believed to induce a state of psychosis sim-
ilar to that experienced in schizophrenia.
But LSD does not generally induce frank
auditory hallucinations or clearly defined
delusional beliefs. Osmond’s new term—
derived from the Greek words psyche,
meaning “mind,” and delos, meaning “to
show”—referred to the “mind-manifest-
ing” capacities of LSD and related drugs.®
Psychedelic drugs can cause an array
of changes to an individual’s conscious
experience, from relatively mild changes
in visual perception to profound derange-
ments in sense of self and reality.

Classic psychedelics vs

other compounds

Before describing the effects of psychedelic
drugs and how they may relate to their
therapeutic potential, it is useful to define
which compounds are considered “classic
psychedelics.”

The classic psychedelics are substances that
operate primarily through activation of the
serotonin 5-hydroxytryptamine receptor 2A
receptor (5-HT2A) (Table 1,7 page 15). Many
psychedelic drugs are derived from natural
sources, including plants, fungi, and ani-
mals. For example, N,N-dimethyltryptamine
(DMT), which is one of the most potent psy-
chedelic compounds, is found in various
plant species and can be imbibed in a tea
known as ayahuasca, most commonly in the
context of spiritual ceremonies.

Other compounds. Some research-
ers continue to classify other compounds
as “psychedelics,” although the mecha-
nisms of action and effects of these com-
pounds may vary greatly from those of
the classic psychedelics. These include
the dissociative anesthetics ketamine
and phencyclidine (PCP), which exert
their effects via N-methyl-p-aspartate
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The classic psychedelics and their natural sources

Chemical name

Common name(s)

Natural sources

5-methoxy-N,N- Toad
dimethyltryptamine (5-MeO-DMT) |

Yopo tree (Anadenanthera peregrina) seeds

Colorado River toad (Bufo alvarius) and
' Sonoran Desetrt toad (Incilius alvarius) skin
| exudate

N,N-dimethyltryptamine (DMT)

 Spirit molecule

Chacruna shrub (Psychotria viridis; a
- component of the ayahuasca brew) and
- other plant species

Lysergic acid diethylamide (LSD) Acid

Derived synthetically from ergot fungus
' (Claviceps purpurea)

Mescaline Peyote
(3,4,5-trimethoxyphenethylamine)

Cacti species (Lophophora williamsii,
- Echinopsis pachanoi, Echinopsis peruviana)

Psilocybin, psilocin
- shrooms

' Magic mushrooms, ' Psilocybe mushroom species

Source: Reference 7

(NMDA) receptor antagonism, and the
empathogen 3,4-methylenedioxymetham-
phetamine (MDMA), which acts primarily
through monoamine reuptake inhibition.
The DSM-58
between classic psychedelics and related
compounds. In its chapter on Substance-
Related and Addictive Disorders, the
section Hallucinogen-Related Disorders

does not differentiate

provides criteria for the diagnoses of phen-
cyclidine use disorder and other halluci-
nogen use disorder. Researchers generally
have abandoned the term “hallucinogen”
because psychedelics typically do not
induce frank hallucinations. Furthermore,
lumping psychedelics and compounds
such as MDMA and ketamine into the
category of “other hallucinogen” fails to
address important distinctions between
them, including diagnostically relevant
issues. For example, psychedelics do not
cause symptoms of physiologic depen-
dence such as craving or a withdrawal
syndrome, whereas MDMA can.’ The
DSM-5 also contains a diagnosis called hal-
lucinogen persisting perception disorder
(HPPD), referring to residual distortions
of visual perception that remain follow-
ing psychedelic intoxication. Although
the text notes the estimated prevalence
of HPPD in individuals who use psyche-
delics is 4.2%, the condition is thought to
occur infrequently in both therapeutic and
recreational users."

How psychedelics work
Psychedelics can induce a spectrum of
effects that are not necessarily dose-depen-
dent. Mild effects of intoxication include
altered sensory perception in visual, audi-
tory, proprioceptive, and somatosensory
spheres, including synesthesia. Progressively
more severe changes include a distorted
or eliminated perception or awareness of
space, time, body, and self, resulting in dere-
alization and depersonalization. Some of the
most extreme alterations of consciousness
reported by users include mystical or tran-
scendent experiences of birth, giving birth,
death, exchanging bodies with a nonhuman
species, and meeting otherworldly beings."
In terms of neurophysiology, psychedelics
cause altered cerebral blood flow and metab-
olism, increased connectivity between brain
regions that do not typically communicate,
and a reduction in the activity of a group of
cortical structures called the default mode
network (DMN).2

Researchers hypothesize that the dis-
ruption of DMN activity may be a key
mechanism accounting for psychedelics’
therapeutic effects in mental illness. The
DMN is a group of structures that includes
the posterior cingulate cortex, the medial pre-
frontal cortex, the angular gyrus, and other
cortical areas that are active when an indi-
vidual is not engaged in a particular mental
task (for example, during mind wandering).
It is thought to underlie introspection and to
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Consideration

Practical considerations for psychiatrists who prescribe psychedelics

Relevant factors

likely to have a

Screening for patients

challenging or adverse
experience (“bad trip”)

In clinical trials, researchers have largely screened out participants with a
- personal or family history of psychotic or bipolar disorders.?

It remains unclear if psychedelic sessions can cause de novo psychotic
- disorders or trigger psychotic episodes in vulnerable patients.

Psychedelic
psychiatry

Managing acute

complications

medical and psychiatric

There have been case reports of patients experiencing limb ischemia and
. rhabdomyolysis with subsequent renal failure from the use of LSD and

- psilocybin, respectively."

- Although less likely, patients may become agitated and violent during a

- challenging experience, and may require a sedative or physical restraint to
| maintain safety.

Informed consent

Clinical Point

Psychedelics might

Patients should understand the potential serious risks of undergoing
. psychedelic treatment.

Patients will likely lose capacity to make medical decisions once a

. psychedelic session begins.

Patients’ wishes regarding certain scenarios should be known prior to
 initiating treatment (for example, whether they allow supportive touch
- during a session).

help patients
develop greater
emotional and

The use of guides

Due to time constraints, psychiatrists are not likely to be present during a
| patient’s psychedelic session, but supportive staff or “guides” should be
| present.

Guides should be trained and up-to-date on published recommendations
- from leading organizations involved in community psychedelic practice.?%?*

cognitive flexibility

LSD: lysergic acid diethylamide

Source: Adapted from Reference 21

serve as an “orchestrator” of global brain
function.” Theoretically, then, by temporar-
ily disrupting the neural circuits responsible
for maintaining ingrained, negative thought
and behavioral patterns, as observed in
patients with depression or SUDs, psyche-
delics can help patients develop greater
emotional and cognitive flexibility and
identify new ways to view the world and to
solve problems.

Evaluating psychedelics as
therapeutic agents

The renaissance of research into psyche-
delics as therapeutic agents during the last
2 decades has produced some promising
preliminary findings. In 2020, the American
Psychiatric Association’s Work Group on
Biomarkers and Novel Treatments pub-
lished a review of the best evidence on the
topic." Psilocybin is the most studied drug
because compared with LSD, it carries less of
a stigma and has a shorter duration of action.
Psilocybin has been studied as a potential

| Current Psychiatry
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treatment for several psychiatric disorders,
including terminal illness—related depres-
sion and anxiety, and SUDs.

domized crossover study at Johns Hopkins

istered a high dose (22 or 30 mg/70 kg)
and a very low, placebo-like dose (1 or
3 mg/70 kg) of psilocybin at 2 separate
sessions to 51 patients with terminal can-
cer and associated depressive and anxiety
disorders. After 5 weeks, the participants
assigned to one condition crossed over to
the other condition. High-dose psilocybin
had a significant effect on depression and
anxiety symptoms within 5 weeks that
persisted over 6 months of follow-up. At
6 months, 78% of participants experienced
a response in depressive symptoms (>50%
decrease in GRID-Hamilton Depression
Rating Scale [HAM-D-17] baseline scores)
and 65% remitted (GRID-HAM-D-17 score
<7). At 6 months, 83% of participants had
a response in anxiety symptoms (250%
decrease in Hamilton Rating Scale for

continued on page 18

Griffiths et al.'”® In a double-blind ran-

School of Medicine, Griffiths et al’® admin-
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Typical elements of ‘set’ and ‘setting’ during psychedelic sessions

Set elements

Setting elements

Presence and severity of distressing psychiatric
symptoms

Physical location of the session

Relevant personality traits (eg, neuroticism,
openness, etc.)

Perceptual stimuli present during the session
' (eg, use of music, visual imagery, tactile cues)

Goals, expectations, and fears regarding the
psychedelic session

Presence of a trained guide to support and assist

Knowledge of psychedelics and prior experience
using them

Religious and spiritual beliefs

Source: Reference 7

Anxiety [HAM-A] baseline scores) and
57% remitted (HAM-A <7).

Johnson et al'*” In an open-label pilot
study" and 212-month follow-up study,”
Johnson et al administered a moderate
(20 mg/70 kg) and high (30 mg/70 kg) dose
of psilocybin to 15 participants enrolled in a
15-week smoking session program. The psi-
locybin sessions were scheduled at Weeks 5
and 7, with an optional psilocybin session
at Week 13. The sessions included nondi-
rective support from program staff, but not
smoking cessation content. Relying on lab-
oratory-verified exhaled carbon monoxide
and urine cotinine measures, researchers
found an 80% abstinence rate at 6 months,
a 67% abstinence rate at 12 months, and a
75% abstinence rate at 2.5 years.'*"”

Bogenschutz et al'® conducted a study of 10
patients who met DSM-1V criteria for alcohol
dependence and had atleast 2 heavy drinking
days in the previous 30 days. They found that
a 14-session treatment program that included
2 psilocybin-assisted psychotherapy ses-
sions with dosages of 0.4 mg/kg resulted in
a significant increase in self-reported alco-
hol abstinence at 4 weeks that persisted for
36 weeks."®

Although these studies were small, open-
label, and had other methodologic flaws,
their pilot work has led to larger-scale
projects assessing psilocybin’s therapeutic
potential. Psilocybin has also been studied
for treatment-resistant depression and obses-
sive-compulsive disorder. Other clinical tri-
als underway are investigating psilocybin
for the treatment of cocaine and opioid use

disorder, anorexia nervosa, and depression
in Alzheimer’s disease.”* Although psilocy-
bin is currently the best-studied psychedelic,
there is some research demonstrating that
LSD can also induce a persistent reduction in
anxiety symptoms associated with terminal
illness® and that ayahuasca causes a rapid
reduction in depressive symptoms that per-
sists over 21 days.?

The future of psychedelic
psychiatry

If psychedelic compounds become approved
for the treatment of psychiatric conditions,
psychiatrists will likely be responsible for
prescribing them and managing patients
who receive them.” Table 2" (page 16)
summarizes practical considerations for
psychiatrists who may someday be prescrib-
ing psychedelic drugs. Areas of psychedelic
treatment in which psychiatric expertise is
necessary include:

* screening for patients at increased risk
for a challenging or adverse experience or
“bad trip”

¢ conducting a thorough informed con-
sent process in which the risks are dis-
cussed and the patient’s wishes regarding
potential situations are elicited

* managing acute medical and psychiat-
ric complications, including agitation and
violent behavior

¢ ensuring the use of trained guides dur-
ing sessions.

Psychiatrists who are interested in pro-
viding psychedelic-assisted therapy should



understand the concept of “set and setting,”
which was defined by Timothy Leary in the
1960s and is thought to play an important
role in determining the types of experiences
that arise during a psychedelic session.”
“Set” refers to an individual’s mindset going
into a session, and “setting” refers to the envi-
ronment in which the session occurs. Typical
elements of each are summarized in Table 3
(page 18). Psychiatrists will play a critical
role in assessing and preparing the “set”
by screening patients appropriately, assess-
ing patient goals, and providing a thorough
informed consent procedure. Psychiatrists
should also be mindful of the “setting,” pro-
viding a comfortable, safe, familiar environ-
ment and access to appropriate music and
eyeshades, if desired. Due to time restraints,
psychiatrists are not likely to be responsible
for guiding patients through sessions, and
should educate themselves about ethical
practices of psychedelic guides, if they are in
the position to hire guides.®*

Psychiatrists may also play a role in pro-
viding psychotherapy to patients receiving
treatment with psychedelics. These sub-
stances can induce both transcendent and
terrifying experiences. Patients therefore
require “integration” therapy sessions to
assist with processing the content of their
psychedelic treatment and incorporating
the experiences into day-to-day life. In an
online survey of nearly 2,000 individuals
who used psilocybin recreationally, 7.6%
reported that they had to seek treatment
for enduring psychological symptoms that
they attributed to their psilocybin use,
including persistent anxiety, fear, paranoia,
and depression.* Integrative psychother-
apy sessions may help reduce the risk of
persistent negative effects from therapeutic
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psychedelics, as well as enhance their ben-
eficial effects.

CASE CONTINUED
Mr. P is enrolled in the academic medical cen-

ter study assessing the effect of psilocybin on
terminal illness-related anxiety and depres-
sion. During a 5-hour, 30-mg psilocybin ses-
sion, he initially experiences distorted visual
cues, with vivid, colorful geometric patterns
collapsing into each other. He then loses the
concepts and experience of time, space, and
his body, as his visual distortions convert to
darkness. After what seems like a decade
within the darkness, he sees himself lying in
a hospital bed with loved ones surrounding
him. He watches himself take his last breaths
and his family members weep as he dies. As
he regains his senses, Mr. P feels that he is
being reborn.

In the therapy sessions that follow the psy-
chedelic session, Mr. P reports feeling “finally
freed” from the fear, sadness, and anger that
he has felt throughout his life. He comes to
accept his impending death with gratitude
and peace. In his final days, he no longer
experiences depression or anxiety. Mr. P’s
friends and family members comment that
he seems to be the best version of himself in
the months that lead up to his death.

continued on page 44

Bottomline
Psychedelics are a class of consciousness-altering agents that have become a
potentially promising source of new treatments for psychiatric illness. Although
more evidence is needed, compounds such as psilocybin may one day become FDA-
approved for conditions such as terminal iliness—related depression and anxiety, and

substance use disorders. When this occurs, psychiatrists should be responsible for
prescribing psychedelics and managing patients who receive treatment.
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