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Psychedelics: history  

After fifteen years of successful research LSD Put into 
Schedule 1 – “highly dangerous and no medical use” 
despite massive medical value data 

Psilocybin also banned as had similar pharmacology 
though no evidence of recreational use  

 the worst censorship of ANY research in the history 
of the world 

LSD banned as it was changing 
art, music and culture and was 
associated with the anti-Vietnam 
war movement



For over 50 years the ban has persisted based on the myth of serious 
harms despite overwhelming evidence to the contrary  

Nutt  King & Phillips Lancet Nov 2010

EU 
experts  

Australian 
experts  

Bonomo et al  J Psychopharmacology 2018 

van Amsterdam et al J Psychopharmacology  2014 

Psychedelics and 
MDMA 

UK experts



Resurrecting MDMA (ecstasy)

Invented 1904 – never tested in humans

1970s - Sasha Shulgin synthesized MDMA & gave it to 
himself, his wife and friends who were 
psychotherapists.

Positive reports of MDMA as adjunct to psychotherapy; 
no controlled trials.

Recreational use – MDMA (‘ecstasy’) made illicit in US 
1985

Now back in clinical trials by MAPS 

Presenter Notes
Presentation Notes
Shulgin died 2014



Latest clinical data on 
psilocybin and MDMA 



One 25mg psilocybin treatment 
 remarkable efficacy in treatment resistant depression  (TRD) 

Carhart-Harris  et al Lancet Psychiatry 2016

All failed >2 
antidepressants and 
CBT 

Most efficacious single 
dose treatment for TRD  
ever reported



Replication study  
COMPASS Pathways new trial just published

Goodwin et al 2022 NEJM 



Our psilocybin –v-escitalopram trial  

Carhart-Harris  et al NEJM 2021

Reductions in depression scores  
Improvements in wellbeing

Scale Psilocybin Escitalopram 

QIDS 57 29

BDI 58 18

HAMD 49 10

MADRS 29 7

Remission rates % patients  
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Other trials with psilocybin  - all positive 

End of life anxiety and depression –
2 double-blind RCTs: 

– Griffiths - Johns Hopkins and  
– Ross - NYU 

Depression – Griffiths - Johns Hopkins 
– comparison with no-treatment 

Many others now underway including in anorexia, OCD, pain syndromes
Note Australian government programme as well 

Smoking quitting - Johnson - Johns Hopkins   
Alcohol dependence  – Bogenschutz  - New Mexico 

Davis et al 2021

These are all 
internalizing 
disorders –
cognitions are self-
referential and 
ruminative 



MDMA-Assisted Psychotherapy for PTSD trials: Phase 3 first study

Mitchell et al Nature Medicine 2021

MAPS 2nd phase 3 study just completed – data in new year - if positive then likely to get FDA approval  



How MDMA works  in PTSD 

Nutt and de Wit 
Nature Medicine    June 2021 

Carhart-Harris, R. L., Kevin, M., Robert, L., David, E., Wall, M. B., Bart, 
F., … Nutt, D. J. (2015). Biological Psychiatry, 78(8), 554–562.



How psychedelics work 
By switching of the “control centres” psilocybin increases brain 

connectivity  new solutions to old problems?

Petri et al J. R. Soc. Interface 11: 20140873. http://dx.doi.org/10.1098/rsif.2014.0873 

Normal Psilocybin 



April 2022

Brain imaging results 
Psilocybin increases brain flexibility in depression

Note – escitalopram 
doesn’t do this



My mind works differently. I ruminate much less, and my thoughts feel ordered, contextualized. Rumination 

was like thoughts out of context, out of time; now my thoughts feel like they make sense, with context and 

logical flow. 

Patients’ experience of the benefits of psilocybin 

Watts et al Journal of Humanistic Psychology 2017, Vol. 57(5) 520

“My outlook has changed significantly. I'm more aware now that it's 

pointless to get wrapped up in endless negativity. I feel as if I've seen a 

much clearer picture.”

Presenter Notes
Presentation Notes
Most participants for whom it was effective (really out of 17) described a mental Reset, reboot, their mind being reconfigured.  Many of them used these terms. 
Some quotes. And where I give quotes I’ll give an example of that theme happening during the session, and then how that theme looks 6 months down the line.
So here, P11 talking about his mind being reset during the experience, and then his experience of  his mind still feeling kind of optimised, improved  6 months later:  freeflowing, more orderly,  ruminating less. Less stuck 




“Those who cannot change their minds cannot change anything”

George Bernard Shaw (1856-1950)

Psychedelic treatment has changed 
the minds of our patients through 
changing their brains

What we need to do now is change the minds of health care 
professionals and politicians about these therapies and bring 
them back into medical practice

Presenter Notes
Presentation Notes
We’ve used 3 different imaging modalities to understand the brain effects of psilocybin and now also LSD.
Also, done fMRI work with MDMA but I will focus on the classic psychedeout lics in the presentation.
And particularly LSD.
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