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October 2020 
 
To: Buprenorphine prescriber and pharmacy communities 
 
The Maine Opioid Response Clinical Advisory Committee consists of approximately 30 leaders in substance use 
disorder prevention, treatment and harm reduction in Maine including both prescribers and pharmacists. As 
part of our efforts, we have been working on developing clinical protocols to assist other clinicians who care for 
patients with substance use disorders. One of the common challenges clinicians encounter is managing co-
occurring stimulant use disorder in patients prescribed buprenorphine for opioid use disorder. In an effort to 
assist you as you care for patients prescribed buprenorphine, we have attached some proposed treatment 
recommendations. These recommendations are intended to enhance your care and should not replace your own 
clinical judgement. We recognize that, depending upon insurance type, some of the treatment options may not 
be readily available, particularly those in behavioral health, and there are ongoing discussions on this topic. If 
you have any questions, please do not hesitate to contact us. 
 
Sincerely, 
Maine Opioid Response Clinical Advisory Committee 
 
Lisa Letourneau MD, MPH, Committee co-chair 
lisa.letourneau@maine.gov 
 
Alane O’Connor DNP, Committee co-chair 
aoconnor@mainehealth.org 
 
Gordon Smith, Director of Opioid Response, State of Maine 
gordon.smith@maine.gov 
  



 

Maine Clinical Opioid Advisory Committee: Treatment of Co-Occurring Stimulant Use Disorder in 
Patients with Opioid Use Disorder (OUD) 
Maine has recently seen a dramatic increase in overdose deaths involving illicit stimulants, typically combined with 
non-pharmaceutical opioids. Cocaine involved deaths increased from 90 to 110 from 2018 to 2019 (22%) and 
methamphetamine involved deaths from 26 to 47 (81%).1 In clinical practice, we have noted a rise in the presence 
of stimulants cut into illicit fentanyl and vice versa so that, for people with active opioid use disorder (OUD) in 
Maine, unknown exposure to other illicit drugs is now common. Patients with stimulant use disorders may rapidly 
develop tolerance to the drug’s effects, leading them to progress relatively quickly to higher and more frequent 
doses.2 The effect of stimulants at higher and repeated doses include anxiety, agitation, aggression and even 
delusions and hallucinations. The withdrawal phase can cause dysphoria and suicidality. Use of stimulants can 
therefore require immediate emergency care and/or psychiatric hospitalization.2 Though the sequelae of stimulant 
use are far reaching in terms of mental health, functional impact and injection related harms, the major cause of 
death in stimulant use disorder remains opioid-related overdose.1,3  
 
When evaluating a patient for substance use disorder (SUD) treatment, determining whether a co-occurring 
stimulant use disorder is present (using DSM V) will aid in risk stratification and treatment planning. Clinicians 
should obtain information pertaining to the severity of use including frequency, duration, route and perceived 
consequences of use. Patients are often ambivalent about their stimulant use disorder due, perhaps in part, to the 
lack of available treatment options. After diagnosing stimulant use disorder, the clinician may consider potential 
treatment options specific to this condition which are discussed in more detail below. It is critical to make every 
effort to retain these patients in OUD treatment while treating their stimulant use disorder. The patient should be 
continued on medications for OUD if efficacy of OUD treatment persists, if the patient is making progress toward 
some treatment goals, and if continuing to prescribe buprenorphine does not present a safety risk to the patient or 
community (due to diversion). Treatment centers must determine how they can design care to balance provision of 
responsible treatment and financial viability with barriers to care for patients with this condition. This is an ongoing 
challenge. Clinicians can also consider referral to a higher level of SUD treatment but should make every effort to 
continue the patient’s OUD treatment during this transition given the increased risk of overdose following the 
discontinuation of buprenorphine.4 It is also important to address any underlying co-occurring mental health 
disorders that may be present. Posttraumatic stress disorder, depression, bipolar disorder, anxiety disorder, 
ADHD, learning disabilities, and personality disorders are all associated with an increased risk of stimulant use 
disorder.2,5 

 
Pharmacotherapy: There are many studies exploring, yet few quality studies supporting, the use of 
pharmacotherapy for the treatment of stimulant use disorder. The quality of the data are generally low (i.e., limited 
by small power, attrition).6-11 The use of pharmacotherapy for the treatment of stimulant use disorder remains off-
label through the FDA. While some medications have been studied in the treatment of cocaine use disorder and 
others in methamphetamine use disorder, it is reasonable to try any of the medications below when treating 
stimulant use disorder.  



 

• Recent reviews found low strength evidence that bupropion (300 mg daily) and topiramate (200 mg daily) 
were more effective than placebo in achieving abstinence for two or more weeks.6-7 The use of long-acting 
bupropion is preferred to the short-acting formulation.  

• Mirtazapine (30 mg nightly) has been associated with a reduction in methamphetamine use9 and baclofen 
(20 mg TID) with a reduction in cocaine use.10  

• Evidence supporting the efficacy of prescription stimulants in the treatment of stimulant use disorder is low 
quality and does not show a consistently positive effect.6-7,11 The use of prescription stimulants to treat 
stimulant use disorder is not recommended based on current evidence as the risks often outweigh the 
benefits.  

• Consideration and evidence regarding the role of prescription stimulants in treating ADHD in the setting of 
stimulant and other substance use disorders will be addressed in a future document.     
 

Behavioral Interventions: Behavioral interventions including contingency management are presently the most 
effective evidence-based treatment for stimulant use disorders.12 Strength of the evidence regarding the effectiveness 
of behavioral interventions on stimulant use disorders is moderate for contingency management (CM) and low to 
moderate for other behavioral interventions, though benefits likely outweigh risks. Clinicians can engage in shared 
decision making around patient preferences and goals.  
 

• Contingency Management (CM) is a behavioral health treatment option that emphasizes operant 
conditioning and provides “rewards” to patients as a means to incentivize either engagement in treatment or 
negative drug screens.13 CM provides competing reinforcement to the brain’s reward system which has 
been impaired by ongoing drug use.  As federal and state law have annual limits on patient incentives, it is 
critical to recognize CM as evidence-based treatment rather than financial incentives,14 and it is being used 
successfully within the Veterans Administration.15 The FDA has approved Reset-O, a phone-based CM 
digital platform. However, access is limited due to the burden of related fees. 

• Cognitive Behavioral Therapy (CBT), drug-related counseling, and recovery-focused behavioral therapy 
may also be effective for the treatment of stimulant use disorder. The Matrix Model (manual available at 
SAMHSA.gov) is evidence-based though evaluation was limited to a relatively uniform population.16 
CBT4CBT is computer based training for CBT that may help patients stop or reduce stimulant and other 
drug use when used as part of a comprehensive treatment plan. 

• Community Reinforcement Approach (CRA) is a more comprehensive intervention that often combines 
CM, CBT, other recovery-oriented counseling, and job training.  

• For patients with co-occurring PTSD and stimulant disorder, behavioral interventions specially targeted to 
PTSD can be employed (i.e., Seeking Safety, exposure-based therapies) as they are associated with 
improvements in both conditions.17 

 
Harm reduction interventions: Patients with stimulant use disorder are at higher risk of unsafe sex and drug 
use behavior.2 Safer sex and injection practices, overdose response training, infectious disease screening and risk 
reduction are all evidence based and improve health outcomes.8 These are recommended as a part of all care for 



 

patients with SUD including stimulant use disorder. Naloxone should be provided to all patients with stimulant use 
disorder regardless of whether they have known co-occurring OUD. 
   
Treatment Recommendations – Stimulant Use Disorder: 
 
For patients with stimulant use disorder, we recommend:  

• Contingency management or CRA as first line, if possible. If CM-based approaches are not available, we 
recommend CBT programs that have demonstrated efficacy for stimulant use disorder. General recovery-
focused counseling enhancing the motivation for treatment engagement, crisis assessment and planning, and 
addressing related social determinant of health needs is a third option. 

• Pharmacotherapy may be employed with or without behavioral therapy however this may not provide 
meaningful benefit based on evidence to date.  

• Harm reduction interventions, appropriate for risk group, are always indicated.  
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