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Escalating overdose deaths

https://nida.nih.gov/research-topics/trends-statistics/overdose-death-rates





Few pharmacological options



Psychedelic-assisted therapy?



An intriguing chapter in 
psychedelic history



Bill W and LSD

1934

White Light Spiritual 
Experience

1935

Founds AA in Akron, OH 
with Dr. Bob

1956

Takes LSD under 
supervision of Sidney 

Cohen

1956–1958

Attempts to incorporate 
LSD into AA

1958

Leaves AA governing body



LSD for Alcohol Use Disorder



Addictive and anti-addictive 
potential of psychedelics



Hallucinogen use disorder (HUD)

~5% of users will 
develop dependence   

• Most prevalent among 18-20 yos (0.33% and 0.26%)

Past year and lifetime 
HUD prevalence: 0.05% 

and 0.60%  

• Mild: 66.8% 

• Moderate: 18.5% 

• Severe: 14.6%

Of patients with lifetime 
HUD, prevalence of 

severities:

Bogenschutz & Ross, 2017; NSDUH, 2019; Shalit et al, 2019



HUD features and risk factors

• Emotional difficulties 
secondary to use

• Difficulty controlling use

• Salience of use

• Tolerance/tachyphylaxis 

Most 
common 
features:

• Type of psychedelic (PCP, 
peyote, MDMA)

• Use in early adolescence 

• Marijuana, cocaine, and 
nicotine use disorders

• PTSD

• Personality disorder 

Important 
risk 

factors: 

Stone et al, 2006; Shalit et al, 2019; Jones et al, 2023



Why aren’t psychedelics more 
addictive?

•Not reliably pleasurable

•Rapid tachyphylaxis

•Limited dopaminergic stimulation

•5-HT2C receptor agonism- modulates dopamine 
activity in VTA-Nac reward pathway

Canal and Murnane, 2017



Clinical study data on psychedelic 
treatments for SUDs



Alcohol use 
disorder



MDMA Therapy for AUD

Sessa et al, 2021



• Inclusion criteria:

• Aged 25 to 65 years

• Diagnosis of alcohol dependence ascertained using the Structured Clinical Interview for DSM-IV

• At least 4 heavy drinking days during the 30 days prior to screening (defined as ≥ 5 drinks in a day for men and 
≥ 4 drinks in a day for a women)

• Exclusion criteria:

• Major psychiatric and drug use disorders

• Any hallucinogen use in the past year or more than 25 lifetime uses

• Medical conditions that contraindicated either study medication

• Use of exclusionary medications

• Current treatment for AUD



Interventional design

All participants who completed double blind observation period (weeks 5-36) and still 
meeting safety criteria were offered open label trial at week 38

95 participants randomized to 2 therapy sessions with either psilocybin or 
diphenhydramine at weeks 4 and 8

Psilocybin 25 mg/70 kg (1st session) 
and 25-40 mg/70 kg (2nd session)

Diphenhydramine, 50 mg (1st 
session) and 50-100 mg (2nd session)



Therapeutic programming

Therapeutic approaches included motivational 
interviewing and CBT  

Participants received 12 non-dosing therapy sessions

4 prior to first dosing 
session

4 prior to second 
dosing session

4 in month after 
second dosing session



Primary outcome

• Percentage of heavy drinking days
• Assessed using a timeline followback interview
• Contrasted between groups over 32-week period following 

first administration of study medication 
• Analyzed using multivariate repeated-measures analysis of 

variance



Participant demographics

Mean age: 46 ± 12 years

Gender: 44.2% female

Race/ethnicity: 78.9% 
non-Hispanic White

• 52% randomized to psilocybin

• 48% randomized to diphenhydramine
93 received at least 1 

dose of study medication 



Baseline AUD severity

% drinking days: 
75%

% heavy drinking 
days: 53%

Drinks per day: 
4.8

Years dependent: 
14.2

Drinks per 
drinking day: 7.1

Age at onset: 
21.4



Outcomes



Cocaine use 
disorder



Psilocybin therapy for CUD



Methamphetamine 
use disorder



Methamphetamine use disorder



Opioid use  
disorder



• Setting: Aftercare clinic for 
paroled people with OUD

• Design: 78 participants 
randomized to either 
outpatient group 
psychotherapy (control) or 4-6 
week admission to halfway 
house with 1 LSD (300-450 µg) 
therapy session 



• 14 patients seeking treatment from ibogaine providers in New 
Zealand followed for 1 year

• Significant reduction in SOWS scores post acute treatment

• Abstinence rates post-treatment:
• 57% at 3 months

• 50% at 6 months

• 55% at 12 months (n=11)

Noller et al, 2018



Limitations of ibogaine

•QTc prolongation

•32 reported deaths from torsade de pointes 
(TdP)/ventricular arrythmia
•Appears safe in research settings, though screening 

necessary

•18-MC and noribogaine being considered as 
alternatives

Aćimović et al, 2021, Luz & Mash, 2021



Clinical trials of psychedelics for 
OUD

• Psilocybin
• Psilocybin for Opioid Use Disorder in Patients on Methadone Maintenance 

With Ongoing Opioid Use

• Adjunctive Effects of Psilocybin and a Formulation of Buprenorphine

• Standardized Natural Psilocybin-assisted Psychotherapy for Tapering of Opioid 
Medication

• Ibogaine
• Preliminary Efficacy and Safety of Ibogaine in the Treatment of Methadone 

Detoxification

• A Study of Oral Ibogaine in Opioid Withdrawal



Tobacco use 
disorder



• Open label

• Psilocybin administered within 15-week smoking cessation program

• Primary outcome- biologically confirmed abstinence

• Target quit date set for 1st psilocybin session (week 5)

• High dose psilocybin then administered at week 7 and 13 (optional)

• Guided imagery during prep meetings and 1st psilocybin session

• Study staff met w/ participants weekly

Johnson et al, 2014



Pilot study of the psilocybin in the 
treatment of tobacco addiction

• Exclusion criteria
• Family or personal history of bipolar disorder, psychotic 

disorders, and other substance use disorders within past 5 
years

• Participants
• 15 participants with nicotine dependence
• 67% male
• Mean age: 51 years
• Mean smoking duration: 31 years
• 6 previous quit attempts



Results

•80% reported seven-day abstinence at 6 months
• 92% had biologically verified abstinence

•67% abstinent at 12 months

•60% abstinent at 30 months

Johnson et al, 2014; 2017



Some hypothesized therapeutic 
mechanisms in SUDS

• 5-HT2C receptor agonism
• Increased cognitive flexibility
• Enhancement of neuroplasticity/neurogenesis

• Addiction associated with reduced neuroplasticity and BDNF levels 
• Psychedelics may temporarily increase BDNF levels

• Disruption of functional neural networks
• Altered connectivity, including hyperconnectivity, has been demonstrated for some 

neural networks in SUDs.
• Psychedelics may temporarily disrupt Default Mode Network, decreasing 

maladaptive hyperconnectivity. 
• Psychedelics can also modulate connectivity between thalamus and cortex, which is 

often dysregulated in SUDs. 
Ivan Ezquerra-Romano et al, 2018; Corominas-Roso et al, 2013; Huang et al, 2008; Sonmez et al, 2016; Tolomeo et al, 2022  Shafiee 

et al, 2024  



Questions to ponder

• How essential is psychotherapy? Does the type of psychotherapy 
matter? 

• Which patients with SUDs are psychedelic treatments inappropriate 
for?

• Can we treat SUDs using psychedelics in group settings?

• What points in SUDs treatment spectrum would be best for 
incorporating psychedelics?

• Will psychedelics be accepted into current SUDs treatment paradigm?



Thank you

Contact me at:

Barnetb3@ccf.org
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