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I acknowledge that the reasons people use substances are diverse, and that substances can have benefits as well 
as harms. Many individuals use them without experiencing problems. Today, my focus will be on responses

to substance use that leads to problems and unwanted consequences.



Zhu DT et al., PLoS One. 2025; World Drug Report 2025, UNODC 
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Stimulant use disorder: the perfect storm

• High addictive potential that can manifest within days
of initial exposure

• Associated with acute and long term behavioral, 
cognitive, psychiatric and physical morbidity

• Involved in a large proportion of overdose-related deaths

• No treatments for stimulant use disorder currently 
approved by most regulatory bodies

Fischer et al, Subst Abuse Treat Prev Policy (2021); Siefried et al, CNS Drugs (2020); Government 
of Canada (2024); Garel et al, J Addict Med (2025); World Drug Report 2025, UNODC



Treatment of stimulant use disorder

World Drug Report 2025, UNODC



Treatment of stimulant use disorder (amphetamine-type)

Bastien G, et al. 2024; Elkrief L, et al. 2024; Bakouni H, et al. 2023; Sharafi H, et al. 2024

Naltrexone Modafinil

Prescription psychostimulantsBupropion



Recommendation Certainty Strength
1. Bupropion for ATSUD with low- to moderate frequency use (≤ 18 days/month)
        - special consideration if nicotine dependence or depression

Low Conditional

2. Bupropion/Naltrexone 
        - special consideration if alcohol use disorder, nicotine dependence or depression

Moderate Conditional

3. Topiramate
        - special consideration if alcohol use disorder

Low Conditional

4. Mirtazapine
        - special consideration if depression

Low Conditional

5. Methylphenidate* (reduce use of ATS, or moderate- to high frequency use (≥ 10 days/month)
         - special consideration if ADHD; consider maximum dose or above)

Low Conditional

• Physician should be board certified in addiction medicine or adequately trained
      Adequate monitoring should be implemented (clinical visit, medication dispensing, etc.)

ASAM/AAAP Clinical Practice Guideline on the Management of Stimulant Use Disorder.
Journal of Addiction Medicine 18(1S):p 1-56. 2024

Clinical Practice Guideline on the Management of Stimulant Use Disorder
American Society of Addiction Medicine (2024)
Pharmacotherapy Recommendations (Amphetamine-type)



Recommendation Certainty Strength
1. Contingency Management (primary component) High Strong

2.   The following interventions are preferred alongside CM:

• Community Reinforcement Approach
Behavioral skills training, increase positive reinforcers, relapse prevention

Low Conditional

• Cognitive Behavioral Therapy Moderate Strong

• Matrix Model
 Individual counseling; CBT, family education, and social support groups; and mutual support group

(16 weeks)

Moderate Conditional

3. Behavioral interventions delivered via digital therapeutics or web-based platforms
as add-on components 

Low Strong

4. Telemedicine to deliver behavioral treatment to patients who may face challenges accessing
in-person care

Moderate Strong

ASAM/AAAP Clinical Practice Guideline on the Management of Stimulant Use Disorder.
Journal of Addiction Medicine 18(1S):p 1-56. 2024

Clinical Practice Guideline on the Management of Stimulant Use Disorder
American Society of Addiction Medicine (2024)
Behavioral Treatment Recommendations



• No pharmacotherapy currently has broad regulatory approval 

• Amphetamine
• Current evidence does not support the use of prescription stimulants; for adults with ADHD, prescription 

stimulants may both improve ADHD symptoms and reduce amphetamine use 
• Preliminary evidence for depot naltrexone + extended-release bupropion 
• Preliminary evidence for atomoxetine among people receiving opioid agonist therapy
• Antipsychotic agents can be used to treat psychosis 

• Cocaine
• No conclusive evidence to support prescription stimulants, antidepressant, dopamine agonists, 

anticonvulsants or antipsychotics
• Limited preliminary evidence for bupropion for some cocaine use outcomes 

• Evidence remains limited or mixed for most medications; additional large pragmatic trials are needed

Sinclair JM et al., 2026

Stimulant Use Disorder: Key Recommendations
British Association for Psychopharmacology (2026)



https://crism.ca/opioid-guideline/; The ASAM/AAAP Clinical Practice Guideline on the Management
of Stimulant Use Disorder. Journal of Addiction Medicine 18(1S):p 1-56. 2024

Interventions for the management of stimulant use disorder: 
towards more refined treatment algorithms

Recommendation Certainty Strength
1. Bupropion for ATSUD with low- to moderate frequency use (≤ 18 days/month)
        * special consideration if nicotine dependence or depression

Low Conditional

2. Bupropion/Naltrexone 
        * special consideration if alcohol use disorder, nicotine dependence or depression

Moderate Conditional

3. Topiramate
        * special consideration if alcohol use disorder

Low Conditional

4. Mirtazapine
        * special consideration if depression

Low Conditional

5. Methylphenidate (reduce use of ATS, or moderate- to high frequency use (≥ 10 days/
month)

         * special consideration if ADHD; consider maximum dose or above)

Low Conditional

https://crism.ca/opioid-guideline/
https://crism.ca/opioid-guideline/
https://crism.ca/opioid-guideline/


Enhancing treatment outcomes through a diversified 
treatment pipeline

• Expert review of promising pharmacological and 
neuromodulation strategies for stimulant use 
disorder 

• Most promising medications: Suvorexant and 
GLP-1 receptor agonists 

• Other candidate medications: Cariprazine, 
Guanfacine, and Clavulanic Acid 

• Promising neuromodulation approaches: LIFU and 
Photobiomodulation (tPBM) 

• Toward personalized treatment based on 
heterogeneous phenotypes, stage of recovery, 
and co-occurring conditions



Expanding Outcome Measures for Stimulant Use Disorder 
Clinical Trials

Amin-Esmaeili M et al. JAMA Psychiatry. 2026 Jun 3:e261092

• Abstinence is an important outcome - but it 
should not be the only one

• Clinical trials should also capture meaningful 
reductions in use, improved functioning, 
mental health, and quality of life



Opportunities
• Potential for additive and synergistic effects 

when interventions are well designed and 
integrated

• Improved retention and engagement
in treatment

• Ability to address a broader range
of needs and preferences 

• Implementation of a tailored, stepped-care 
approach for more precise and effective care

Challenges
• Limited data from RCTs

• RCTs can evaluate only a narrow range
of intervention combinations

• Significant heterogeneity of interventions         
both within and between sites

• High costs and limited generalizability
to real-world clinical settings depending              
on design

Purposeful combination approach: why, what and how to combine

Enhancing treatment outcomes by combining psychosocial 
and pharmacological approaches



• Aim: determine if adding high-dose LDX and CM, alone in combination,
to TAU reduces MA use and improves other relevant outcomes in individuals
with moderate to severe MA use disorder

• Combined double-blinded (LDX component) and open-label (CM component) 
randomized clinical trial*

• 4 arms (N=440; 110/arm): 

• 1) TAU + placebo

• 2) TAU + high-dose LDX

• 3) TAU + placebo + CM

• 4) TAU + high-dose LDX + CM

• 15-week intervention phase and a 4-week post-intervention follow-up assessment

*LDX: lisdexamfetamine - target dose 250mg
 CM: contingency management - focused on engagement in treatment
 TAU: motivational, relapse prevention, harm reduction, clinical management, treatment of comorbidities

Addition of high dose Stimulant and engagement Contingency
management, alone and in combination, to treatment as usual for 
the management Methamphetamine use disorder (ASCME):
a pan-Canadian multisite randomized controlled trial

Lead PI: D Jutras-Aswad; site PIs: P Bach, S Davidson, M Gosh, B Le Foll, G Poulin 
Funding: Canadian Institutes of Health Research/Canadian Research Initiative in Substance Matters

• Extension study – ASCME
• Qualitative Evaluation of Research Participation (QERPA)



Enhancing treatment outcomes

Single interventions are unlikely to 
be sufficient

↓
Combination approaches

↓
Personalized care pathways

↓
Improved outcomes



• Even with advances in treatment, many individuals will 
continue to use stimulants and remain exposed to 
significant risks

• Treatment innovation must therefore be complemented by 
effective harm reduction and public health strategies

Limits of interventions aiming to assist with reduction and 
cessation of use

Trivedi MH et al. N Engl J Med2021;384:140-153



• Integrated harm reduction approaches are increasingly 
recommended, but remain debated and variably 
implemented across jurisdictions and settings

• Existing tools (e.g., safe consumption sites)
often not adapted beyond opioids - no “naloxone 
equivalent” for stimulants

• Different challenges: sedation/respiratory depression 
(opioids) vs. agitation/disorganization (stimulants)

• Stimulant overdose response needs to be multisystem, 
includes behavioral components

• Mental health must be central - integrated strategies
are essential

Harm reduction refers to policies, programs, and practices aimed at reducing the health, social, and legal 
harms associated with substance use, without necessarily requiring abstinence

Integrating harm reduction into the continuum of care



Rethinking mental health and stimulant use comorbidity

• Comorbidity is the norm, not the exception
• Integrated mental health and addiction care 

should be the standard, not the aspiration
• Time to move beyond rigid diagnostic 

categories toward flexible, mechanism- and 
needs-based approaches to treatment



Approaches to Substance Regulation

Decriminalization is neither a panacea nor a failure. Its 
impact should be rigorously evaluated within a 
comprehensive public health framework.



Accelerated international efforts



Zhu DT et al., PLoS One. 2025; World Drug Report 2025, UNODC 

A global public health challenge requires coordinated 
scientific, clinical, and public health responses

• No single intervention will solve the stimulant 
crisis

• The challenge is no longer simply to discover 
new interventions, but to ensure that effective 
interventions are scalable, affordable, 
accessible, and implemented across diverse 
settings
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