
Welcome to today’s Insight APSAD webinar.

• Use the chat icon for all questions and comments – select All panelists and attendees.  

• If you are on a computer and Zoom enters full screen mode – you can press the escape 

button or visit “View Options” at the top of the screen to change the layout. 

• If you are experiencing other problems or require further technical assistance call Zoom on 

1800 768 027 – the webinar ID is 973-118-396-68.

• A pdf version of today’s presentation will be available soon in the chat window.

• A recording of this webinar will be available on our YouTube channel in the coming weeks. 

We’ll be starting a little after 10am (QLD time).



This map attempts to represent the language, social or 
nation groups of Aboriginal Australia. It shows only the 
general locations of larger groupings of people which 
may include clans, dialects or individual languages in a 
group. It used published resources from 1988-1994 and 
is not intended to be exact, nor the boundaries fixed. It is 
not suitable for native title or other land claims. David R 
Horton (creator), © AIATSIS, 1996. No reproduction 
without permission. To purchase a print version visit: 
www.aiatsis.ashop.com.au/

We acknowledge the Traditional 
Owners of the land on which 
this event takes place and pay 
respect to Elders past and 
present.

http://www.aiatsis.ashop.com.au/


Psychedelic-facilitated 
psychotherapy 

Dr Jonathan Brett
Clinical Pharmacologist, toxicologist and addiction specialist 

St. Vincent’s, Sydney
NSW Poisons Information Centre



• Greek: 
• “Psych” (mind) – “delein” (manifesting)

Psychedelics



~5000 BCE
Frescos of mushroom-holding shamans were depicted in caves 
on the Tassili plateau of Southeastern Algeria.

https://psychedelictimes.com/psychedelic-timeline/

https://psychedelictimes.com/psychedelic-timeline/


~ 3700 BCE
Native Americans in the Rio Grande area collected peyote 
buttons and manufactured peyote effigy sculptures which were 
found in the Shumla Caves.

~1500 BCE
Archaeological “mushroom stones” indicate that a 
sophisticated mushroom cult existed in Guatemala.

1000 BCE
Statues in Mexico depicted Psilocybe mexicana with 
god-like figures emerging from it, indicating religious 
use.



1938: November 16th
Dr. Albert Hofmann, working for Sandoz laboratories, synthesized LSD-
25 as “circulatory and respiratory stimulant”. Colleagues showed no 
interest in it, so testing was discontinued.
1958: Dr. Albert Hofmann isolates and synthesizes psilocybin and 
psilocin

1947
Sandoz Laboratories 
marketed LSD under 
the name Delysid for 
treating a wide variety 
of mental disorders.

1955: June 29th
R. Gordon Wasson and Allan Richardson 
were the first two Americans to ingest 
mushrooms at a ritual under the 
supervision of Maria Sabina, later published 
in Life Magazine.

The rise…

1954
The Eli Lilly Company began 
manufacturing LSD.
Aldous Huxley’s The Doors of 
Perception was published (mescaline)

1953
The CIA began operation MK-Ultra, 
in which unwitting subjects (Harvard 
students) in the United States were 
given LSD (Ted Kaczynski).



1960
Sandoz Pharmaceutical began producing psilocybin pills, called 
Indocybin. Each pill contained 2 mg of psilocybin.

1960
Dr. Timothy Leary, Dr. Ralph Metzner and Dr. Richard Alpert 
(latter Ram Dass) started the Harvard Psilocybin Project – Fired 
in 1963

1963
LSD first appeared on the streets as sugar cubes.

‘Set and setting’



The fall…

1967 “Turn on, tune in, drop out.” 
(T. Leary)

1 Nov 1955 – 30 Apr 1975

1966: March 25th

1971 Drug abuse "public enemy 
number one"

1970: Controlled Substances Act

1966



Early research

• 1943-1970s: >40,000 psychedelic treatments, >1,000 peer-reviewed 
papers, numerous international conferences

• Good Friday experiment (1962): Plank W. Int Psychiatry 
Clin. 1969;5(4):149-62. (https://maps.org/news/multimedia-
library/138-1962-good-friday-experiment)

• Concerns early research lacking rigors of contemporary design
• Single arm
• Uncontrolled settings
• Investigators also taking drug or evangelical

https://maps.org/news/multimedia-library/138-1962-good-friday-experiment)


• Serotonin receptor agonism 
(psilocybin, LSD, DMT)

• Mostly 5-HT2A > 5-HT1A (+/- mGlu2/3)
• G-protein coupled receptors (bias 

agonism)
• Cortical pyramidal neurons
• Hallucinogenic, stimulatory, egolytic

• NMDA receptor antagonism (PCP, 
ketamine)

• Stimulatory, dissociative, (hallucinogenic)

Receptors
Psilocin, LSD

2009. Trends in Neurosciences Vol.32 No.4



The Drugs
• 5-HT (hallucinogens)

• Lysergic acid diethylamine (LSD)
• Psilocybin - psilocin (mushrooms)
• Dimethyl tryptamine (DMT) 

• + harmaline (MAOI) = ayahuasca
• Mescaline (peyote) 
• Ibogaine 
• Salvinorin A (Salvia divinorum) 

• NMDA (dissociatives)
• Phencycidine (PCP)
• Ketamine

• Others
• MDMA



• Liquid/crystalline/blotter
• Highly potent (5-TH receptor): 

• effects at 20 microg
• psychedelic dose approx. 100-200 microg

• Half-life 3-4 hours
• Duration effect 8-12 hours

LSD



• Psilocybin naturally occurring in psilocybe mushrooms 
(>200 species)

• 5-TH2A receptor antagonist
• Effects may be detectable 3-5 mg PO
• Psychedelic dose 25 mg PO (=3-4 g dried)
• Bioavailability 50%
• Active metabolite psilocin – further metabolized by 

monoamine oxidase
• T1/2 psilocybin approx. 160 min, psilocin 50 min
• Duration of effect 4 - 8 hours

Psilocybin



CNS Neuroscience & Therapeutics 14 (2008) 295–314



Psychedelic experience

Connection

Noetic/mystical 
experience  Ego dissolution 



Psychedelic-facilitated psychotherapy (PP)  
Research renaissance
• Mood disorders

• Treatment resistant depression (phase III)
• Cancer diagnosis related anxiety (phase IIb)
• OCD (phase II)

• Addiction 
• Alcohol (LSD/psilocybin/ketamine)
• Nicotine (psilocybin)
• Cocaine/opioids (ibogaine, ketamine)



Carhart-Harris. Neuropsychopharmacology 42.11 (2017): 2105-2113



PP: Addiction 
• n= 536: 59% of active treatment vs 38% controls 

• Reliable improvement during the first follow up (1–2 
months) sustained at 6 months

• n=10



Savage C, et al: Residential psychedelic (LSD) therapy
for the narcotic addict: a controlled study. Arch Gen 
Psychiatry 1973, 28:808-814.

n=74

• n=15
• 6 months: 12/15 smoking free. 
• 12-months: 10/15 
• >16 months: 9/15

PP: Addiction 



Psilocybin studies in Australia 

• St. Vincent’s Melbourne: 
• Cancer related anxiety
• Treatment resistant depression

• St. Vincent’s Sydney: 
• Methamphetamine use disorder



Rationale

• The need for more effective treatments for mental health and 
substance use disorders

• Rapid and large response after a single or limited number of doses 
alongside a short program of psychotherapy

• Transient side effects that are manageable and minor
• Reduced need for ongoing use of psychotropics



Mechanism

• Social disconnection and impairments in mental flexibility are core 
features of addiction

• The psychedelic experience – connectedness, increases in 
psychological flexibility

• Strong expectancy effects
• Psychodynamic theories of consciousness 

• Entropic brain (Carhart-Harris, 2018)
• Free-energy principle (Friston, 2010)



Default Mode Network (DMN)

Zhang, Rui, and Nora D. Volkow. "Brain default-mode 
network dysfunction in addiction." Neuroimage 200 
(2019): 313-331.

Resting state functional 
connectivity:

• Anterior DMN, (attribution of 
personal value and emotional 
regulation): decreased, 

• Posterior DMN, (directs 
attention to the internal world 
– rumination): increased

• Rumination, self-referential 
thoughts, emotional 
dysregulation and difficulties in 
mentalising



Carhart-Harris et al. 
Proceedings of the 
National Academy of 
Sciences 109.6 (2012): 
2138-2143.

Carhart-Harris et al. PNAS. 
113.17 (2016): 4853-4858.

• Increase in anterior DMN activity
• Decrease posterior DMN activity
• Decrease in the positive coupling between 

the anterior and posterior DMN
• Increase in connectivity to other brain 

networks



What it looks like: Set and setting

• Study personnel & therapist dyad
• Importance of physical environment
• Preparatory psychotherapy

• Therapeutic alliance 
• Intention setting/motivational
• Psychoeducation 

• Dosing day: Single dose (25mg capsule = 4g 
dried mushrooms) – 8 hours

• Integration psychotherapy 
• Making sense of experience 
• Planning for next steps



Importance of safety

• Low physiological toxicity in controlled studies
• Low addiction & abuse potential
• Trained therapists
• Rigorous screening to exclude people:

• At risk of psychosis
• With unstable mental health or medical concerns
• Potential drug interactions

• Preparation & integration: can be psychologically challenging



• Re-experiencing of certain disturbing visuals which were experienced 
while intoxicated with the hallucinogen

• Haloes, flashes of colours, false movement of objects in the visual 
field and images of moving objects

• Prevalence/time course unclear – may last months
• May respond to treatment with antipsychotics/anti-convulsants

Hallucinogen persisting perception disorder 
(DSM-5)



Micro-dosing

• https://maps.org/news/podcast-episodes/6844-episode-16-james-
fadiman-ph-d-and-sophia-korb-ph-d-microdosing

https://maps.org/news/podcast-episodes/6844-episode-16-james-fadiman-ph-d-and-sophia-korb-ph-d-microdosing


More resources

• Carhart-Harris, Robin L., and Guy M. Goodwin. "The therapeutic 
potential of psychedelic drugs: past, present, and 
future." Neuropsychopharmacology 42.11 (2017): 2105-2113.

• Multi-disciplinary Association for Psychedelic Studies (MAPS): 
https://maps.org/

https://maps.org/


Thanks for joining us today! 

Want to see previous webinars? Subscribe to our YouTube channel.
youtube.com/c/InsightQueensland

Next Week…. Wednesday 19th August 2020

Through a shot glass darkly: Understanding youth 
substance use through targeted assessment.

Associate Professor Matthew Gullo
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