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Psychedelic 
Effects



Vollenweider, F. X., & Kometer, M. (2010). The neurobiology of psychedelic drugs: implications for the treatment of mood 
disorders.Nature Reviews Neuroscience,11(9), 642-651.
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Psychedelic Research:
An overview



200 mushroom stones 
found in post-Mayan 
civilization in the 
Guatemala highlands 





Gold Pectorals from 
the Sinúculture of 
Columbia
(1200 - 1600 c.e.)



Psychedelic Clinical Trials: 
Count 1994-2020 (excludes ketamine)



Web of science: psychedelic publication count by 
year

Petranker, R., Anderson, T., & Farb, N. (2020). Psychedelic research and the need for transparency: 

Polishing Aliceôs Looking Glass.Frontiers in psychology, 11, 1681.





Psilocybin + Psychotherapy Interventions for 
Anxiety and Depression

The Experimental Effects of Psilocybin on Symptoms of Anxiety and Depression: A Meta-analysis (Simon B. Goldberg, Brian T. Pace,Christopher R. Nicholas, Charles L. Raison, Paul R. Hutson, 2020)

ṝMeta analysis: large magnitude effect sizes 

ṝ Large pre-post and pre-follow-up effects on anxiety and depression

ṝIŜŘƎŜǎΩ gs=1.16 to 1.47



Galvão-Coelho, N. L., Marx, W., Gonzalez, M., Sinclair, J., de Manincor, M., Perkins, D., & Sarris, J. (2021). Classic serotonergic psychedelics for 
mood and depressive symptoms: a meta-analysis of mood disorder patients and healthy participants. Psychopharmacology, 1-14.
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Seven Controversies in Psychedelic Medicine

#1: How do these drugs work?

#2: Should psychedelic treatment be considered a combination therapy?

#3: What theoretical approach should we use?

#4: Do these drugs really work, or is it super placebo?

#5: What credentials and scope of training should be required to facilitate a

psychedelic medication session?

#6: What specific training should be required to become a psychedelic-assisted 

psychotherapist?

#7: Should psychedelic therapists in training undergo an experiential 

component?



#1: How do these drugs work?



Symptom reduction

Observer

Person takes 
Psychedelics



Mechanisms of Action: 3 proposed classes

1. Neurobiological mechanisms

2. Psychological mechanisms

3. Psychospiritual/mystical mediators



Neurobiological Mechanisms

ṝ 5HT2Areceptor downregulation

ṝ Enhanced cortical glutamatergictransmission in medial PFC

ṝ Increased AMPAactivation

ṝ Reduced DMNactivity

ṝ Increases in cortical and subcortical BDNFlevels

ṝ Learning/neuroplasticity

ṝ Increased functional connectivity within a limbic/paralimbic 

network

ṝ Anti-inflammatory mechanisms (Nichols, Charles)



Psychological Mechanisms

Common Factors

ṝ Therapeutic alliance

ṝ Empathy

ṝ Goal consensus and collaboration

ṝ Positive regard and affirmation

ṝ Mastery

ṝ Congruence/genuineness

ṝ Mentalization

ṝ Emotional experience

Psychedelic-Specific Factors

ṝ Relational/attachment

ṝ Emotional range

ṝ Embodiment

ṝ Revised life priorities

ṝ Exalted feeling of joy, bliss, or love

ṝ Ineffability

ṝ Alterations to identity during psilocybin experience

ṝά.ŀŘ ǘǊƛǇέ ŜȄǇŜǊƛŜƴŎŜǎ ƻŦ ǘǊŀƴǎƛŜƴǘ ǇǎȅŎƘƻƭƻƎƛŎŀƭ 

distress

Belseret al., 2017



Psychospiritual Mediators

ṝ MysticalexperiencehypothesisĄ anxiety,depression,cocaine,drinking,smokingcessation

Pahnke1963; Gasser,Kirchner,and Passie, 2014; Griffiths, et al., 2006; Griffiths, et al., 2008; MacLean,Johnson,& Griffiths, 2011; Bogenschutz,et al., 2015; Studerus,
Kometer, Hasler,& Vollenweider, 2011; Rosset al,2016; Griffithset al., 2016; Rothberg,R. L., Azhari, N., Haug, N. A., & Dakwar, E. (2020).



ṝ Only 13% of variability in depression is 
explained by the MEQ score

ṝ 87% of depression improvement is 
attributable to other unknown 
mechanisms

Griffiths et al., 2016

ṝ 35% of the variability in anxiety is explained 
by the MEQ score

ṝ 65% of anxiety decrease is attributable to 
other unknown mechanisms

Mystical experience is one of many mediators


