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Î Everything I talk about is Off-Label Use

Î No medication has been FDA-approved for the Treatment of Stimulant Use 

Disorder





Î Psychosocial Treatments

ÍSystematic reviews of cognitive and behavioral treatments conclude that good 
clinical outcomes are achieved with 
ÍCognitive-Behavioral Treatment (CBT; with and without Motivational Interviewing [MI]

ÍContingency Management (CM) therapies involving the use of reinforcement (Lee and Rawson, 
2008).

ÍThere are questions regarding the durability of treatment effects (especially with 
respect to CM)

ÍFurthermore, the effectiveness of psychosocial interventions is compromised by:
ÍPoor rates of treatment induction and retention (Shearer, 2007),

ÍCognitive deficits in executive functioning, particularly those related to inhibitory control, have 
been hypothesized to potentially render heavily cognitive-based treatments less or ineffective 
(Baicy and London, 2007  Aharonovich 2008).



COCAINE METHAMPHETAMINE





(Chan et al., 2019)



Î 43 randomized controlled trials, 4065 participants, 23 medications; 21 of the 
studies with 5 medications (Mitrazapine, MPH, Modafinil, Naltrexone, Bupropion)

Î Outcomes and measures varied widely, making it difficult to synthesize the data

Î 55 Primary Outcome measures (most common ones chosen)

ÍAbstinence was the most common measure but looked at in MANY ways

ÍReduction in Use

ÍCraving

ÍWithdrawal

Î When meta-analyses done, often can only do it on a small subset of the studies that 
share the same outcome measure

Î Adherence- measured by pill count, MEMS, 11 studies did not report adherence.  Few 
studies reported plasma metabolite/study drug 

(Siefriedet al. CNS Drugs 2020)



ÎNo pharmacotherapy demonstrated convincing results; however some 
agents demonstrated promise, suggesting further, larger studies are 
required.

ÎMost consistently positive results with dexamphetamine* and 
methylphenidate, naltrexone and topiramate. Less consistent findings 
with bupropion and mirtazapine*

Î Future studies should consider the heterogeneity of those with 
amphetamine/methamphetamine dependence and the role of 
psychosocial intervention. 

(Siefried et al. CNS Drugs 2020)



ÎOverarching Categories:

ÍAgonists

ÍAntagonists

ÍNovel Mechanisms

ÍCombined Pharmacotherapy

ÍPsychiatric Comorbidity



Î Both cocaine and amphetamines given acutely increase synaptic levels of 
monoamines (DA/NA/5HT) 

Î However, chronic heavy users have reduced monoaminergic functioning  (low 
baseline DA, blunted DA release, low D2/D3 receptor availability)

Íanergia/anhedonia in early abstinence

Íimpaired cognition/decision making, ŷimpulsivity, cue-reactivity

Ídeficit in DA signaling may drive continuing use/relapse

Î Possible mechanisms of therapeutic effects with agonists

Ímay restore monoaminergic functioning and reverse deficits contributing to 
ongoing use (e.g. normalizing ACC activity)

Î Decrease craving during early abstinence  



Î There are concerns about abuse, diversion, and induction of craving 
"54 ÃÌÉÎÉÃÁÌ ÅÖÉÄÅÎÃÅ ÔÏ ÄÁÔÅ ÄÏÅÓÎȭÔ ÓÕÐÐÏÒÔ ÉÎÃÒÅÁÓÅÄ ÃÒÁÖÉÎÇȢ 
Abuse/diversion low among treatment seekers and can be 
managed

Î Potential for adverse cardiovascular effects: need to screen out 
individuals with CV disease

Î Good patient acceptance: familiarity with the drug

Î However, my experience, often do not want highest dose-
increased anxiety, insomnia



(Grabowski et al., 2001; J Clinical Psychopharmacology)

DOSING MATTERS

(Mooney et al.,  2009; Drug and Alcohol Dependence)

FORMULATION MATTERS




