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Objective
“Doctor, I have a friend who has been using psychedelics after his 

TBI, do you think they could help me?”  
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5-HT2a: LSD, Psilocybin, 5-MeO-DMT  
Mixed: MDMA,MDA, Iboga 
NMDA: Ketamine, DXM, NO

Receptor

Indolamines 
• Tryptamines: Psilocybin, DMT 
• Ergolines: LSD, LSA 

Phenethylamines: Mescaline, MDMA

Structure

Classic Psychedelics: LSD, Psilocybin 
Empathogens: MDMA 
Dissociative: Ketamine

Descriptive



I. Background 
a) Psychedelic Taxonomy   
b) TBI + Psychiatric 

Comorbidies 
II. Clinical Evidence 

a) Comorbidities 
b) TBI 

III.MOA  
IV.Limitations and Safety 



I. Background 
a) Psychedelic Taxonomy   
b) TBI + Psychiatric 

Comorbidies 
II. Clinical Evidence 

a) Comorbidities 
b) TBI 

III.MOA  
IV.Limitations and Safety 

O’Connell, C. J., Brown, R. S., Peach, T. M., Traubert, O. D., Schwierling, H. C., Notorgiacomo, G. A., & Robson, M. J. (2024). Strain in the midbrain: impact of 
traumatic brain injury on the central serotonin system. Brain Sciences, 14(1). doi: 10.3390/brainsci14010051



I. Background 
a) Psychedelic Taxonomy   
b) TBI + Psychiatric 

Comorbidies 
II. Clinical Evidence 

a) Comorbidities 
b) TBI 

III.MOA  
IV.Limitations and Safety 

Howlett, J. R., Nelson, L. D., & Stein, M. B. (2022). Mental health consequences of traumatic brain injury. Biological Psychiatry, 91, 413–420. https://doi.org/
10.1016/j.biopsych.2021.09.024



I. Background 
a) Psychedelic Taxonomy   
b) TBI + Psychiatric 

Comorbidies 
II. Clinical Evidence 

a) Comorbidities 
b) TBI 

III.MOA  
IV.Limitations and Safety 



I. Background 
a) Psychedelic Taxonomy   
b) TBI + Psychiatric 

Comorbidies 
II. Clinical Evidence 

a) Comorbidities 
b) TBI 

III.MOA  
IV.Limitations and Safety 

Mood 
disorders
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Ketamine

PTSD

MDMA
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Psilocybin for Mood Disorders

Metaxa, A.-M., & Clarke, M. (2024). Efficacy of psilocybin for treating symptoms of depression: systematic review and meta-analysis. BMJ (Clinical Research Ed.), 
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Ketamine for Mood Disorders

Alnefeesi, Y., Chen-Li, D., Krane, E., Jawad, M. Y., Rodrigues, N. B., Ceban, F., … Rosenblat, J. D. (2022). Real-world effectiveness of ketamine in treatment-
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Limitations 
- TBI is heterogenous injury; hard to study 
- Limited studies  

- 9 phase 2 studies of psilocybin for mood;  
- 79 studies of Ketamine for mood;  
- 12 studies of MDMA for PTSD; 
- 3 cohort studies of ibogaine and 5-MeO-DMT for TBI

Safety  
- More questions than answers  
- Psilocybin, MDMA, Ketamine, Ibogaine (Cardiac)– generally safe;  

- Ibogaine require medical oversight 
- Unclear long-term effects 
- Expectancy bias is hard to manage 



“Doctor, I have a friend who has been using 
psychedelics after his TBI, do you think they 

could help me?”  

DX: Mood disorder due to TBI, PTSD, AUD-in SR, MUD- in SR and OUD – in SR.  

Engaged with therapist;  
Did prep/integration at OPC;  
Tried Psilocybin – assisted Psychotherapy in community  
- Counselled on options; OR vs clinical trial vs retreat vs underground  
Mood symptoms improved; PHQ - 9 23(pre) -> 3(post)  
Was able to engage in groups 
Cravings went away  
Motivation to engage in care increased 
Functionally, got a job, moved out of parents' house. 
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