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Overview

• Definition of classical and non-classical psychedelics

• The psychedelic renaissance: From ceremonial/recreational use to 
therapy

• How do the classical psychedelics work? 
• Bridging neuroscience data to clinical data

• Conclusions



Grieco et al, J Neurosci 2022



The psychedelic experience is contingent on 5-
HT2A receptor stimulation of classical psychedelics







Clinical trials with classical psychedelics

Independent clinical trials with psilocybin, ayahuasca/DMT, or LSD 

Patients with anxiety, depression, chronic cluster headache, obsessive-
compulsive, or substance abuse disorders

The therapeutic effects are reported to have a fast onset and to be 
long-lasting (3 weeks - 6 months) after only 1 to 3 treatment session(s)



Metaxa & Clarke, BMJ 2024

Psilocybin for treatment of major depressive 
disorder: A meta-analysis



Classical psychedelics as therapy: Knowledge gaps

• What is the mode of action of psychedelics?

• Is the conscious psychedelic experience a prerequisite for the therapeutic effect?

• Does the type of psychedelic drug matter for efficacy?

• How much does the setting (music, therapists, etc.) matter?

• Can we identify patients that are more likely to benefit from psychedelics – and others, 
that are less likely?

• Should the psychedelic intervention be repeated, and if so, when, and in which 
patients ?



How do psychedelics work?

• Psychedelics induce mystical-type experiences that can facilitate interactions with 
therapists, enabling patients to gain insight into their disorders

Is it 

• psilocybin-assisted psychotherapy or

• psychotherapy-assisted psilocybin therapy or

• psychologically supported psilocybin therapy?



Predictive power of the quality and intensity of 
the psychedelic experience from questionnaires

Mystical Experiences Questionnaire (MEQ) Altered State of Consciousness (ASC)

Roseman et al, 2017McCulloch et al, 2022



5-HT2A receptor stimulation induces neuroplasticity

Olson, Biochem 2022



Summary – classical psychedelics

• Emerging clinical evidence for therapeutic effects in several psychiatric 
and neurological conditions

• The cerebral 5-HT2A receptor occupancy correlates with subjective effects, 
plasma drug and functional connectivity

• Predrug cerebral 5-HT2A density is inversely associated with time course of 
the subjective effects

• The qualitative and quantitative aspects of the experience are important 
for the long-term effects

• Full mode of action in humans is still unclear, but structural changes in 
brain (neuroplasticity) seems likely to occur
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