Editorial

Psilocybin for anxiety and depression

Psychopharm

in cancer care? Lessons from the past

and prospects for the future

David Nutt

This special issue of the Journal of Psychopharmacology con-
tains two landmark studies — the most rigorous controlled trials to
date using the psychedelic drug psilocybin, the active ingredient
of magic mushrooms (Griffiths et al., 2016; Ross et al., 2016).
These were conducted in patients with anxiety and depression
and existential distress in the context of having a diagnosis of
cancer, and they showed that a single psychedelic experience
could produce profound and enduring mental health benefits.

To many people brought up in the Reagan drug war era with
the ‘drugs fry your brain’ message, psilocybin may seem a
strange and possibly even a dangerous drug treatment of serious
mental illness. For this reason, we have asked a number of sig-
nificant figures in relevant research areas to provide commentar-
ies on the two studies. These experts in the fields of psychiatry,
trial design and end-of-life care provide their perspective on the
research and its implications for clinical practice. The fact that
everyone we approached agreed to provide a commentary,
despite short notice, is a testimony to the interest that these two
studies have sparked.

The honours list of the commentators reads like a “who’s who’
of American and European psychiatry, and should reassure any
waverers that this use of psilocybin is well within the accepted
scope of modern psychiatry. They include two past presidents of
the American Psychiatric Association (Lieberman and
Summergrad) and the past-president of the European College of
Neuropsychopharmacology (Goodwin), a previous deputy direc-
tor of the Office of USA National Drug Control Policy (Kleber)
and a previous head of the UK Medicines and Healthcare
Regulatory Authority (Breckenridge). In addition, we have input
from experienced psychiatric clinical trialists, leading pharma-
cologists and cancer-care specialists. They all essentially say the
same thing: it’s time to take psychedelic treatments in psychiatry
and oncology seriously, as we did in the 1950s and 1960s, which
means we need to go back to the future. As the commentaries
point out, much more research needs to be done into optimising
this approach, evaluating the breadth of possible target disorders
and exploring the underpinning mechanisms. But the key point is
that all agree we are now in an exciting new phase of psychedelic
psychopharmacology that needs to be encouraged not impeded.

When Albert Hoffman discovered the remarkable mind-alter-
ing properties of lysergic acid diethylamide (LSD) in 1943, he
didn’t have much trouble persuading his bosses at the pharma-
ceutical company Sandoz (now part of Novartis) that this drug
would play a very important role in understanding the nature of
mental illness and potentially providing a very novel approach to
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their treatment. Through the 1950s and 1960s, Sandoz supplied
medical LSD in the form of Delysid that was studied in hundreds
of trials in thousands of patients. The US government via the
National Institutes of Health funded more than 130 grants in this
field. Results were generally reported as positive and encourag-
ing in disorders including anxiety, depression and addiction
(Krebs and Johansen, 2012). One of the founders of Alcoholics
Anonymous, Bill Wilson, was so impressed by the power of LSD
to change alcoholics’ defeatist focus on alcohol and to give them
insights into powers beyond themselves that he encouraged treat-
ment research with it.

Having set off this burst of innovation with LSD, Hoffman
continued to research psychedelics derived from plant products,
and this led to his discovering the chemical structure of active
ingredient of ayahuasca (DMT) and magic mushrooms (psilocy-
bin). The kinetics of psilocybin made it a particularly interesting
agent to study therapeutically. When given orally, the effects
come on in 20—40 minutes and last around three to four hours, a
time course much easier to use in the clinic than that of LSD,
which can produce effects that last for 12 hours, or DMT, which
isn’t orally active and which given intravenously lasts for just
10-20 minutes. Psilocybin also shows a clear dose—effect rela-
tionship, and rarely seems to produce ‘bad’ trips. In many ways,
it is the ideal psychedelic for treatment trials, which is what
Sandoz tried to do when Hoffman characterised it.

Unfortunately, psilocybin got caught up in the backlash
against LSD occasioned by the protests against the Vietnam War
and the Haight—Ashbury social revolution. So when LSD was
banned on the basis of some very dubious so-called research
findings of harm, psilocybin and all other known psychedelic
drugs became illegal too. There was no evidence of psilocybin
being harmful enough to be controlled when it was banned, and
since then, it has continued to be used safely by millions of young
people worldwide with a very low incidence of problems. In a
number of countries, it has remained legal, for example in Mexico
where all plant products are legal, and in Holland where the
underground bodies of the mushrooms (so-called truffles) were
exempted from control.
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It is the safety and ease of practical use of psilocybin that has
led to it being resurrected in a series of psychological (Griffiths
et al., 2006, 2008, 2011), psychopharmacological (Kometer
et al.,, 2012; Pokorny et al., 2016; Vollenweider et al., 1998),
imaging (Carhart-Harris, Erritzoe, et al., 2012a; Carhart-Harris,
Leech, et al., 2012b; Carhart-Harris et al., 2013) and small pilot
clinical studies (Bogenschutz et al., 2015; Carhart-Harris et al.,
2016; Grob et al., 2011; Johnson et al., 2014; Moreno et al.,
2006). These have provided the intellectual and safety data
underpinning the two current studies that are special in that they
are the most rigorous double-blind placebo-controlled trials of a
psychedelic drug in the past 50 years. Hopefully, the positive
findings that they report will act to spur on other researchers in
the field of psychopharmacology, particularly in relation to
depression, anxiety and addiction — disorders of enormous per-
sonal and social costs, and with many patients who still fail to
respond adequately to current treatments, as well as to patients
with existential distress.

Declaration of conflicting interests

The author declared no potential conflicts of interest with respect to the
research, authorship, and/or publication of this article.

Funding

The author received no financial support for the research, authorship,
and/or publication of this article.

References

Bogenschutz MP, Forcehimes AA, Pommy JA, et al. (2015) Psilocybin-
assisted treatment for alcohol dependence: a proof-of-concept study.
J Psychopharmacol 29: 289-299.

Carhart-Harris RL, Erritzoe D, Williams TM, et al. (2012a) Neural cor-
relates of the psychedelic state as determined by fMRI studies with
psilocybin. Proc Natl Acad Sci U S 4 109: 2138-2143.

Carhart-Harris RL, Leech R, Williams TM, et al. (2012b) Implications
for psychedelic-assisted psychotherapy: a functional magnetic
resonance imaging study with psilocybin. Br J Psychiatry 200:
238-244.

Carhart-Harris RL, Muthukumuraswarmy S, Moran RJ, et al. (2013)
Broadband cortical desynchronization underlies the human psyche-
delic state. J Neurosci 33: 15171-15183.

Carhart-Harris RL, Bolstridge M, Rucker J, et al. (2016) Psilocybin with
psychological support for treatment-resistant depression: an open-
label feasibility study. Lancet Psychiatry 3: 619-627.

Griffiths RR, Johnson MW, Carducci MA, et al. (2016) Psilocybin pro-
duces substantial and sustained decrease in depression and anxiety
in patients with life-threatening cancer: a randomized double-blind
trial. J Psychopharmacol 30: 1181-1197.

Griffiths RR, Johnson MW, Richards WA, et al. (2011) Psilocybin occa-
sioned mystical-type experiences: immediate and persisting dose-
related effects. Psychopharmacology (Berl) 218: 649—665.

Griffiths RR, Richards WA, Johnson MW, et al. (2008) Mystical-type
experiences occasioned by psilocybin mediate the attribution of per-
sonal meaning and spiritual significance 14 months later. J Psycho-
pharmacol 22: 621-632.

Griffiths RR, Richards WA, McCann U, et al. (2006) Psilocybin can
occasion mystical-type experiences having substantial and sustained
personal meaning and spiritual significance. Psychopharmacology
(Berl) 187: 268-283; discussion 284-292.

Grob CS, Danforth AL, Chopra GS, et al. (2011) Pilot study of psilocybin
treatment for anxiety in patients with advanced-stage cancer. Arch
Gen Psychiatry 68: 71-78.

Johnson MW, Garcia-Romeu A, Cosimano MP, et al. (2014) Pilot study
of the 5-HT2AR agonist psilocybin in the treatment of tobacco
addiction. J Psychopharmacol 28: 983-992.

Kometer M, Schmidt A, Bachmann R, et al. (2012) Psilocybin biases
facial recognition, goal-directed behavior, and mood state toward
positive relative to negative emotions through different serotonergic
subreceptors. Biol Psychiatry 72: 898-906.

Krebs TS and Johansen P-@ (2012) Lysergic acid diethylamide (LSD) for
alcoholism: meta-analysis of randomized controlled trials. J Psycho-
pharmacology 26: 994-1002.

Moreno FA, Wiegand CB, Taitano EK and Delgado PL (2006) Safety,
tolerability, and efficacy of psilocybin in 9 patients with obsessive-
compulsive disorder. J Clin Psychiatry 67: 1735-1740.

Pokorny T, Preller KH, Krachenmann R, et al. (2016) Modulatory effect
of the 5-HT1A agonist buspirone and the mixed non-hallucinogenic
5-HT1A/2A agonist ergotamine on psilocybin-induced psychedelic
experience. Eur Neuropsychopharmacol 26: 756-766.

Ross S, Bossis A, Guss J, et al. (2016) Rapid and sustained symptom
reduction following psilocybin treatment for anxiety and depression
in patients with life-threatening cancer: a randomized controlled
trial. J Psychopharmacol 30: 1165—1180.

Vollenweider FX, Vollenweider-Scherpenhuyzen MF, Babler A, et al.
(1998) Psilocybin induces schizophrenia-like psychosis in humans
via a serotonin-2 agonist action. Neuroreport 9: 3897-3902.

Downloaded from jop.sagepub.com by guest on December 1, 2016


http://jop.sagepub.com/

