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Everything | talk about is Offabel Use

No medication has been FDapproved for the Treatment of Stimulant Use
Disorder
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i Psychosocial Treatments

Ve

| Systematic reviews of cognitive and behavioral treatments conclude that good
clinical outcomes are achieved with

| CognitiveBehavioral Treatment (CBT; with and without Motivational Interviewing [MI]

| Contingency Management (CM) therapies involving the use of reinforcement (Lee and Rawsor
2008).

—

There are guestions regarding the durability of treatment effects (especially with
respect to CM)

—

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

Cognitive deficits in executive functioning, particularly those related to inhibitory control, have

been hypothesized to potentially render heavily cognitibased treatments less or ineffective
(Baicy and London, 2007 Aharonovich 2008).
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Pharmacology of Stimulants

COCAINE METHAMPHETAMINE

TYROSINE
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Talbde 1

(Chan et al. 2019)

BErief Summmmmry of Fimndisgs

Abstinence

Al Antidepressants: Buprop o,
Desipramine, Fluoxetine
Mirntazapine, Nefazodone,
Faroxetine, Sertraline, Venlaftaxine
Aminoketone: Bupropion

SSRis: Fluoxaltline,
Faroxetine, and Sertraline

Use Lapse Relapse Retention
- e e

E
.

SSRI in patients abstinent at
Baseline: Sertraline

All Antipsychotics: Arnpiprazole,
Haloperidol, Lamotrigine,
Olanzap ne, Queatiapine,
Rispericonse, Reserpine
Psychostimulants:
Dexampheaetamine,
Lisdexamfetamine, Mazindaol,
Mathamohaetamine,
NMeathvyiphanidate, Mixaeda
Aammphaetamiime Salts, Modatinmil,
Selegiline

Cognitive Enmnhancing Drugs:
Mamantneae, Alomoxaelne
Anxiolytic: Buspirones
Anticonvulsants/Muscle
Relaxants: Baclofen
Carbamazepine, Gabapentin,
Lamotrngine, Phaenyton, Tiagabine,
Topiramate,. Vigabatrin
Anticonvulsant: Topiramate

Drugs Tor other substance use
disorders: Acamprosalte,
Buprenorphine, Buprenarphnine -
Naloxomne, Disulfiram. Nalirexone,
Meaethadone, Varemniclines
Disulfiram _ _ N
Dopamine agonists: S mantadina,
bromocriptine, L dopa/Carbidopa
pargolide, cabergoline hycderginea,
and pramipexole
Shading represents the direction of effect:
(No color) Unclear
Grey No differencs

Evidence of benefit
Favors placebo

e

Symbols represent the strength of the evidencoce:
NoO evidence or not applicable
Insufficient
Loow
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(Chan et al., 2019)

Tablke 3 Brief summary of findings.

Abstinence Use Retention

All Antidepressants

o o

Aminoketone: Bupropion

* o

Atypical Antidepressant: Mirtazapine

MA

55RI: Sertraline

@

Atypical Antipsychotics: Aripiprazole

@
@
@

@

Psychostimulants and Other Medications for ADHD

All Psychostimulants:
MModafinil, Dexamphetamine, Methylphenidate

o

Methylphenidate

MA

Atomoxetine

All Anticonvulsant and Muscle Relaxants:
Baclofen, Gabapentin, Topiramate

@

Topiramate

MA

Medications used for other substance use disorders

Maltrexone

@ W

Varenicline

@
*
@
NA
*
@
MNA i
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Shading represents the direction of effect:
(Mo color) Unclear
Gray Mo difference
Green Evidence of benefit
Red Favors placebo

Symbols represent the strength of the evidence:
M Mo evidence or not applicable
Insufficient
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Moderate
High
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(Siefrieckt al. CNS Drugs 2020)

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

Outcomes and measures varied widely, making it difficult to synthesize the data
55 Primary Outcome measures (most common ones chosen)

| Abstinence was the most common measure but looked at in MANY ways

| Reduction in Use

| Craving

| Withdrawal

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

Adherence measured by pill count, MEMS, 11 studies did not report adherence. Fe
studies reported plasma metabolite/study drug
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(Siefried et al. CNS Drugs 2020)

No pharmacotherapy demonstrated convincing results; however some
agents demonstrated promise, suggesting further, larger studies are
required.

Most consistently positive results withexamphetamine* and
methylphenidate, naltrexone and topiramatéess consistent findings
with bupropion and mirtazapine*

Future studies should consider the heterogeneity of those with
amphetamine/methamphetamine dependence and the role of
psychosocial intervention.
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i Overarching Categories:

| Agonists

Antagonists

| Novel Mechanisms

| Combined Pharmacotherapy
| Psychiatric Comorbidity

Ve
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Both cocaine and amphetamines given acutely increase synaptic levels of
monoamines (DA/NA/SHT)

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

v

| anergia/anhedonia in early abstinence
| impaired cognition/decision makingimpulsivity, cuereactivity

v

| deficit in DA signaling may drive continuing use/relapse
Possible mechanisms of therapeutic effects with agonists

v

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

Decrease craving during early abstinence
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There are concerns about abuse, diversion, and induction of craving
54 Al EI EAAI AOEAAT AA OF AAOA Al A
Abuse/diversion low among treatment seekers and can be

managed

| Potential for adverse cardiovascular effects: need to screen out
Individuals with CV disease

Good patient acceptance: familiarity with the drug

However, my experience, often do not want highest dose
Increased anxiety, iInsomnia
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(Grabowski et al., 2001; J Clinical Psychopharmacology) (Mooney et al., 2009; Drug and Alcohol Dependence)

FORMULATION MATTERS
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DOSING MATTERS







