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Discuss the role of the serotonin 2A receptor in the action of
classic psychedelics.

1.

Analyze the context dependency of responses to psychedelics.2.
Compare the action of psilocybin with that of conventional
antidepressants.

3.

1. Timmermann, C., Roseman, L., Haridas, S., Rosas, F. E., Luan, L.,
Kettner, H., Martell, J., Erritzoe, D., Tagliazucchi, E., Pallavicini, C.,
Girn, M., Alamia, A., Leech, R., Nutt, D. J., & Carhart-Harris, R. L.
(2023). Human brain effects of DMT assessed via EEG-fMRI.
Proceedings of the National Academy of Sciences, 120(13).
https://doi.org/10.1073/pnas.2218949120
2. Goodwin, G. M., Aaronson, S. T., Alvarez, O., Arden, P. C., Baker,
A., Bennett, J. C., Bird, C., Blom, R. E., Brennan, C., Brusch, D., Burke,
L., Campbell-Coker, K., Carhart-Harris, R., Cattell, J., Daniel, A.,
DeBattista, C., Dunlop, B. W., Eisen, K., Feifel, D., . . . Malievskaia, E.
(2022). Single-dose psilocybin for a treatment-resistant episode of major
depression. New England Journal of Medicine, 387(18), 1637–1648.
https://doi.org/10.1056/nejmoa2206443
3. Carhart-Harris, R., Giribaldi, B., Watts, R., Baker-Jones, M.,
Murphy-Beiner, A., Murphy, R., Martell, J., Blemings, A., Erritzoe, D.,
& Nutt, D. J. (2021). Trial of psilocybin versus escitalopram for
depression. New England Journal of Medicine, 384(15), 1402–1411.
https://doi.org/10.1056/nejmoa2032994
4. Siegel, J. S., Subramanian, S., Perry, D., Kay, B. P., Gordon, E. M.,
Laumann, T. O., Reneau, T. R., Metcalf, N. V., Chacko, R. V., Gratton,
C., Horan, C., Krimmel, S. R., Shimony, J. S., Schweiger, J. A., Wong,
D. F., Bender, D. A., Scheidter, K. M., Whiting, F. I., Padawer-Curry, J.
A., . . . Dosenbach, N. U. F. (2024). Psilocybin desynchronizes the human
brain. Nature, 632(8023), 131–138. https://doi.org/10.1038/s41586-024-
07624-5

Learning Objectives

References

Psychiatry Grand Rounds 
WCM Department of Psychiatry
Psychology CE Announcement

Abstract 

This talk will take a multi-level view of the brain action of classic psychedelic
drugs, i.e., drugs that share the property of activating the serotonin
2Areceptor. Beginning at the receptor level, it moves through a developmental
and evolutionary understanding of serotonergic functioning and brain
plasticity, placing emphasis on the context dependency of responses to classic
psychedelic compounds. It reviews the dynamic, whole-brain action of
psychedelics and how this relates to knowledge of the development and
evolution of global brain function and anatomy. It couches our understanding
of the therapeutic action of psychedelic therapy within a predictive coding
framework and reviews recent trial and imaging results from a double-blind
randomized controlled trial of psilocybin therapy vs escitalopram for
depression.

Robin Carhart-Harris, PhD became the Ralph Metzner Distinguished
Professorship in Neurology and Psychiatry at University of California, San
Francisco in 2021 and founded the Carhart-Harris Lab in 2023/24. He
moved to Imperial College London in 2008 after obtaining a PhD in
Psychopharmacology from the University of Bristol. Robin and his
colleagues have completed multimodal human functional neuroimaging
studies with LSD, psilocybin, MDMA and DMT, and clinical trials of
psilocybin therapy for various disorders, including three trials in depression,
- plus trials in anorexia and fibromyalgia syndrome. Robin is currently
(2024) ranked #2 in the world in ‘Psychopharmacology’ for his publications
and citations in the past 5 years and #4 in ‘Brain and Cognitive Sciences’
(Scholar GPS). He has published in The New England Journal of Medicine
(x4), Nature, Nature Medicine, Nature Neuroscience, Cell, Lancet
Psychiatry, Science Advances, JAMA Psychiatry, American Journal of
Psychiatry, and more. He founded the Centre for Psychedelic Research at
Imperial College London in April 2019, the first such ‘Centre’ in the world.
Robin spoke at the World Economic Forum in 2019, was named among the
top31 medical scientists by The Times newspaper in 2020, was listed in
TIME magazine’s ‘100 Next’ in 2021, was voted psychedelic researcher of
the year in 2021, and was listed in Vox Magazine’s ‘Future 50’ in 2023 - a list
of positive change makers. Robin signed a book deal with Ebury Publishing
and Scribner Books in 2023. His current research at UCSF focuses on the
mechanisms of action of psilocybin and psilocybin-therapy.
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