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Treating Opioid Use Disorders 
Medication-assisted treatment (MAT), which includes methadone, buprenorphine (e.g., Suboxone® 
or Subutex®), and naltrexone, including extended-release naltrexone (e.g., Vivitrol®), is an 
evidence-based treatment for an opioid use disorder (OUD). MAT includes two medication 
categories: agonist treatments (e.g., methadone and buprenorphine) and anti-agonist treatments 
(e.g., extended-release naltrexone). MAT is recommended as a first line of treatment for people 
with an OUD for four overlapping reasons: 

1. MAT is the most effective treatment for OUD in terms of reduced relapse and increased 
retention in treatment,  

2. Individuals with an OUD have the poorest treatment outcomes in all levels of care, except 
MAT, 

3. Overdose rates are rising in PA due to increasing lethality of illicit opioids, as well as the 
increased access to prescription medications, such as opioid pain killers and 
benzodiazepines (tranquilizers), and 

4. MAT is cost-effective compared to non-MAT treatments for OUD  

MAT for OUD is an Evidence-Based Treatment  
Agonist medications, including methadone and buprenorphine, have the strongest evidence in 
treating individuals with long-term OUD. Several meta-analyses have found methadone or 
buprenorphine treatment to be more effective than non-medication-assisted treatment (Thomas et 
al., 2014; Mattick et al., 2009 & 2014). Moreover, a meta-analysis of outpatient psychosocial 
programs in the treatment for OUDs found non-significant improvements, unless MAT was also 
used (Mayet et al., 2005 [updated 2010]). One of the largest meta-analyses of addiction treatment 
was completed in 2002 by Prendergast et al. (2002) and included 78 clinical trials across all levels 
of care and all substance use disorders (SUDs) (e.g., alcohol, cocaine, marijuana, heroin). Overall, 
addiction treatment lead to a 15% reduction in SUD behaviors for those who completed a single 
episode of treatment. Opioid Treatment Program (OTP)-methadone had the largest impact on SUD 
behaviors with an overall reduction in SUD rates of 23% compared to 19% for outpatient (OP) and 
13% for long-term residential treatment.   
 
The odds ratio of relapse is 50% to 60% lower for individuals receiving methadone or 
buprenorphine compared to individuals who received abstinence-based treatment (non-MAT) as 
shown in the table below. The table includes data from Massachusetts Medicaid, i.e., MassHealth 
(Clark et al., 2015) displayed in the first and second column and a meta-analysis of 11 randomized 
clinical trials (Mattick et al., 2009) displayed in the third column (non-MAT treatments that were 
included in both studies are represented in the fourth column).   

Table 1: Odds Ratio (OR) of relapse based on treatment 

Treated with 
buprenorphine in MA-
Medicaid (Clark et al., 
2014) 

Treated with 
methadone in MA – 
Medicaid (Clark et al., 
2014) 

Methadone treatment – 
meta-analysis (Mattick 
et al., 2009) 

Non-MAT, including 
OP, IOP, or residential 
treatments 

.42 .43 .66 1.0 
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Clark et al., (2015) also found that individuals receiving methadone or buprenorphine were 
retained in treatment longer than non-MAT treatment interventions, which is one of the reasons 
individuals receiving MAT had lower overall health care costs.   

Table 2: Percentage of clients with an OUD who remained in treatment for 12 months  

Treated with methadone in MA 
– Medicaid (N=24,309) 

Treated with buprenorphine in 
MA-Medicaid (N=18,866) 

Non-MAT, including OP, IOP, 
or residential treatments 
(N=31,220) 

52% 33% 12% 

 
Nationally, OTP methadone or buprenorphine have the longest average lengths of stays (LOS) in 
D&A treatment, with a median LOS of 154 days (203 for completion), compared to 91 days for OP 
(130 days for completion), 57 for IOP (88 days for completion), 21 days for short-term residential 
(27 for completion), and 56 for long-term residential (91 for completion; SAMHSA, 2016). Even if 
the two longest non-MAT treatments could be combined in a continuum of care (OP + long-term 
residential), the LOS would still be shorter than the median for one episode of OTP.     
 
Naltrexone is an anti-agonist medication that comes in two forms: a pill that can be taken orally 
every day and an extended release version in a depot IM shot that can be taken once every 30 
days. Naltrexone in pill form has been available since the early 1970s and can be used for either an 
alcohol use disorder (AUD) or OUD. The extended release version was approved by the FDA in 
2006 for treating AUDs and 2010 for OUDs. A meta-analysis on the pill form of naltrexone revealed 
non-significant improvements for people with an OUD; however, the medication was found to have 
a small, but significant improvement in outcomes for people with AUDs (Jonas et al., 2014; see the 
recommendations for treating AUD at the end of this document). Research on extended-release 
naltrexone has been limited to date with only one randomized clinical trial published in the United 
States (Lee et al., 2016). The Lee et al. (2016) study found promising results for extended-release 
naltrexone compared to non-MAT outpatient services for individuals on probation who declined 
the use of an opioid agonist. Individuals randomly assigned to receive extended-release 
naltrexone had significantly lower relapse rates during the six months of treatment and no reports 
of overdoses over a period of 18 months, whereas 13% (7/155) experienced an overdose in the 
standard OP treatment condition.    
 
The National Institute of Drug Abuse (NIDA), the Substance Abuse and Mental Health Services 
Administration (SAMHSA), and the U.S. Surgeon General’s Office recommend MAT as an essential 
element of treatment for people with an OUD or AUD in all levels of care, not just OTP agencies. As 
noted by the Surgeon General’s Report on Addictions (2016): the research clearly demonstrates 
that MAT leads to better treatment outcomes compared to behavioral treatments alone. Moreover, 
withholding medications greatly increases the risk of relapse to illicit opioid use and overdose 
death. Decades of research have shown that the benefits of MAT greatly outweigh the risks 
associated with diversion (pg. 4-22) 

Individuals with an OUD Respond Poorly to non-MAT Treatments 
Individuals with an OUD tend to benefit the least from abstinence-based programs and have the 
poorest outcomes compared to individuals with other alcohol or drug addictions. Hser and 
colleagues (2015) reviewed 28 long-term cohort studies of individuals with opioid dependence 
(nearly all were heroin) over the past 60 years (between 1950 and 2010). The authors found an 
average rate of abstinence of 30% across all 28 cohorts with no improvement over decades, with 
death the only change in the average abstinence rate over time. The authors found a mortality rate 
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that ranged from 10 to 24 times higher than the general population, which accounted for the low 
recovery rates; people were more likely to die on heroin than to recover from heroin. The average 
abstinence rate for individuals with a dependence diagnosis for alcohol, cocaine, marijuana, or 
nicotine was nearly 50% for all samples and increased to over 90% after several decades (White, 
2012); therefore, OUD has a unique pattern associated with persistent chronic usage that does not 
appear to resolve over time.  
In other words, most individuals with an SUD who live to retirement age will age out of alcohol, 
cocaine, or marijuana addictions; however, those with heroin dependence tend to persist in using 
opioids until death.  
 
Individuals with an OUD have the lowest completion rate across nearly all levels of care within 
abstinence-based programs, as noted in SAMHSA’s (2016) national review of treatment admissions 
and discharges for 2013. Exceptions are short-term residential (stimulants is the lowest followed by 
opioids) and long-term residential (cocaine is the lowest followed by opioids).  

Table 7: Completion or Transfer Rate in Treatment by Drug Category – SAMHSA 2016 

SUD Category  IOP OP Short-term Res Long-term Res Detox 

Average – all  55.4% 51.3% 73.2% 61.6% 79.4% 

Alcohol 60.0% 57.8% 79.2% 65.1% 85.0% 

Cocaine 52.2% 44.4% 71.6% 54.0% 81.1% 

Marijuana  52.2% 48.8% 71.9% 58.4% 79.9% 

Opiates  51.7% 42.0% 69.3% 55.3% 72.4% 

Stimulants  56.5% 53.3% 67.3% 72.0% 80.5% 

Other drugs  54.6% 45.0% 74,0% 61.9% 79.4% 

 
Individuals with an OUD who remain in non-MAT treatment for 12 months or longer achieve 
significant reductions in SUD behaviors that are comparable to MAT. For example, a review of 
therapeutic communities (TCs) found the model to be effective for OUDs if individuals remained in 
treatment for 90 or more days (De Leon, 2013); however, a Cochrane review/meta-analysis of TCs 
also revealed an extremely high attrition rate that eliminated any benefits of TCs compared to 
other residential programs (Smith et al., 2006). The majority of individuals assigned to a TC 
withdrew before entering the program or within weeks of enrollment.    

Overdose (OD) Rates in PA are Increasing 
Another reason to use MAT is that OD rates continue to rise in PA as well in all other states. PA had 
the 9th highest OD rate in the United States in 2014 (Rudd et al., 2015) and likely moved up in 2015 
as a result of a 23% increase in fatal ODs. According to the DEA in Philadelphia (2015), PA had 
2497 fatal ODs in 2014. In 2015 (DEA, 2016), the fatal OD rate increased to 3383. OD rates 
increase significantly after people leave addiction treatment due to two related factors: 1. 
Tolerance rates for opioids drop substantially within five to 10 days, thus lowering the person’s 
threshold for opioids that can be used at one time and 2. The strength or dosage of opioids with 
illicit drugs, such as heroin or fentanyl, is increasing as well as the access to other powerful 
medications, such as benzodiazepines and opioid pain killers. OD rates increase two- to six-fold 
after leaving addiction treatment (Albert et al., 2011; Evans et al., 2015; Degenhardt et al., 2010; 
Martins et al., 2015) and six- to ten-fold after leaving jails or prisons due to high relapse rates 
associated with OUDs and reduced tolerance (Albert et al., 2011; Binswanger et al., 2013; Martins 
et al., 2015; Merrall et al., 2010; Wakeman et al., 2009).   
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Notably, the OD rate is the same for individuals who leave against medical advice or complete 
treatment. A report from the Allegheny Department of Human Services (Hulsey et al., 2016) found 
that 68% (953/1355) of individuals who died from a confirmed overdose of opioids in the county 
between the years 2008 and 2014 had contact in the past year with a mental health provider, 
addiction treatment provider, or had been released from the county jail. Between one- fourth and 
one-third of all fatal overdoses occurred within 30 days of discharge from jail, addiction treatment, 
or mental health services.   
 
Individuals with an OUD will need longer periods of coverage with agonist or anti-agonist 
medications while learning to manage their urges for opioid or other drugs. Brief periods of 
abstinence through a residential or OP program are insufficient at lowering the OD risk. MAT for 12 
to 24 months after other levels of treatment can reduce the risk of OD substantially.   

OTP is Cost-Effective  
Multiple studies have found agonist treatment with methadone or buprenorphine to be the most 
cost-effective treatment for OUD compared to all other types of treatment (Clark et al., 2015; 
McCarty et al., 2010; Simeons et al., 2006). MAT tends to be more cost-effective compared to all 
levels of care without MAT for two overlapping reasons: 1. Individuals on methadone or 
buprenorphine stay in treatment significantly longer than in all other levels of care combined and 
2. Individuals tend to experience lower rates of relapse on methadone or buprenorphine 
compared to non-MAT treatment. Treatment outcomes improve the longer individuals stay in 
treatment; therefore, any episode of care that can increase retention will, subsequently, lower the 
cost of crisis-based services over time.     
 
Clark et al.’s (2015) analysis of MA’s MassHealth Medicaid program found that people receiving 
OTP-methadone had $223 lower PMPM costs, and those who received buprenorphine treatment 
had $153 lower PMPM costs compared to clients who received any non-MAT treatment for their 
OUD. This result was due to the significantly lower relapse associated with MAT programs, with 
OTP-methadone having the lowest relapse rate and highest treatment retention across all 
treatment modalities and buprenorphine having the second lowest relapse rates and second 
highest retention rates. 

• Every year in treatment led to a 30% reduction in relapse rates, and over half of the 
individuals in OTP-methadone remained in treatment compared to 12% for non-MAT 
treatments.   

 
Nordlund et al., (2004) found that the benefit-to-cost ratio in Medicaid health plans of providing 
OTP was 4.5 to 1 in 2001 dollars. The authors did not compare OTP to other levels of care. Wickizer 
and colleagues (2006 & 2012) examined the potential cost savings for all addiction treatment on 
Medicaid expenditures in Washington State in 2001. The authors compared the cost of all 
treatments as well as for all SUDs, not just OUD. The authors compared Medicaid clients with a 
SUD who received treatment with those who did receive treatment in the same year and found a 
reduction in the Per Member Per Month (PMPM) Medicaid spend for those who received treatment 
of: 

• $173 for residential treatment 

• $215 for outpatient treatment  

• $230 for OTP-methadone 
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The authors found that OTP-methadone was the most cost-effective level of treatment across all 
treatments and substance use disorders for Washington’s Medicaid program over several years.  

Recommendations for OUD Treatment 
Methadone and buprenorphine are considered first-lines of treatment for OUD. Extended-release 
naltrexone can also be used for individuals who do not want to use an opioid agonist medication 
or as a relapse prevention medication for those who will taper off of an opioid agonist medication 
over time.  Recommendations by level of care, based on the member’s choice include: 
 
Continuum of Care 
Individuals with an OUD need a continuum of services to effectively manage their substance use 
behaviors. Medications, such as buprenorphine, methadone, or extended-release naltrexone are 
an effective element of a continuum of care that also includes detoxification, outpatient services, 
residential treatment, halfway houses, peer-based services, and ongoing case management.   
 
Assessment for Treatment 
Individuals with an OUD are to be provided with a review of the evidence regarding MAT and non-
MAT as well as options for OTP either as a stand-alone treatment or in combination in other levels 
of care. The review can include information noted in this document that outlines the efficacy of 
methadone, buprenorphine, extended-release naltrexone, or non-MAT treatments before 
individuals are referred to a level of care.     
 
Moreover, individuals with an OUD need education on the risk of OD associated with opioids and 
combinations of other substances. Individuals and their family members need materials 
highlighting the risk of OD, the increased risk of OD after leaving treatment or jail, as well as the 
need for naloxone.   
 
Detoxification 
Individuals with an OUD are to be provided with a review of the evidence regarding MAT and non-
MAT treatment options while in a 3A or 4A program (see guidelines under assessment for 
treatment). Buprenorphine is considered the best option for detoxification, though individuals can 
switch to methadone in the next level of care. Individuals with an OUD will be provided with MAT 
options for ongoing care, including MAT within OP or residential levels of care. Individuals also 
need education on OD risks if they are planning on disengaging from the continuum of care. 
Education needs to include how members can acquire access to naloxone. 
 
Outpatient (OP, IOP, or PHP) 
Individuals with an OUD should have access to buprenorphine, methadone, or extended-release 
naltrexone while attending an outpatient program, based on the person’s preference for either an 
agonist or anti-agonist medication. MAT can be provided through an existing OTP or through an 
integrated model within a standard D&A program. Individuals will not be required to end 
medications while entering another level of care beyond OTP if the person would like to remain on 
an agonist or anti-agonist medication.   
 
Individuals entering OP directly from assessment (not requiring detoxification) will also need 
education on the pros and cons of all forms of treatment, including medications for OUD as well as 
the risk of OD associated with disengaging from treatment. Furthermore, individuals in OP settings 
need education on naloxone as well as guidance on how to acquire the medication at a local 
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pharmacy. Individuals in OP setting can use the state’s standing order for naloxone, if the agency 
does not have access to prescriber.    
 
Residential Treatment (3B or 3C) 
Individuals with an OUD who require residential care are to have ongoing access to MAT, including 
buprenorphine, methadone, or extended-release naltrexone, while in residential care. Residential 
programs can coordinate care with OTP providers or initiate MAT on the unit upon the request of 
clients. Most individuals with an OUD will need MAT before completing a residential treatment 
program; therefore, it is expected that individuals leaving a 3B or 3C level of care are initiated on 
medications while in the 3B or 3C setting or transferred to an OP program that includes all forms of 
MAT without a gap in services. Individuals are not required to end the MAT upon enrollment in the 
3B or 3C level of care, unless the individual requests detoxification from MAT.  
 
Individuals entering 3B or 3C directly from assessment (not requiring detoxification) will also need 
education on the pros and cons of all forms of treatment, including medications for OUD as well as 
the risk of OD associated with disengaging from treatment. Education will also include the benefits 
of naloxone as well as instructions on how to acquire naloxone prior to leaving treatment.  
 
Opioid Treatment Provider (OTP Methadone or Buprenorphine) 
Individuals enrolled in an OTP will require ongoing support in a level of D&A care, including case 
management, peer-based services, all levels of outpatient, or residential treatment. In addition, 
individuals will need support to taper safely off of an opioid agonist or anti-agonist medication 
after 24 to 60 months, if the person would like to transition to an abstinence-based recovery plan. 
Individuals who wish to taper off of an opioid agonist will need a safe trial period to effectively 
transfer to either an abstinence-based care plan or switch to extended-release naltrexone for 
another six to 12 months to augment the transfer. Individuals have the option to taper off of MAT at 
any point in their treatment; however, individuals need to be advised that agonist treatments tend 
to be more effective at or beyond 24 months. There is no research yet on an effective time period 
for extended-release naltrexone, so we recommend a trial period of three to six months where 
individuals have access to medical care while learning to manage their OUD without medications.    
 
Opioid agonist medications, methadone or buprenorphine, have no known efficacy for other SUDs 
beyond an OUD; therefor, all OTPs are required to coordinate care within the organization, if other 
D&A services are needed. OP is the minimum level of care for individuals initiating MAT.  
Integrated or coordinated care can include detoxification from other substances, OP, IOP, PHP, 
3B/3C, case management, peer services, halfway house programs while the OTP maintains an 
open treatment slot for the individual’s medication treatment (or transfer the medication treatment 
to another provider if the member would like to maintain on MAT). Extended-release naltrexone 
can be used in the treatment of OUD or AUD.  
 
All individuals receiving agonist or antagonist medications will need education and instructions on 
how to acquire and use naloxone. Education will also include the risks of combining agonist 
medications with other prescriptions (e.g., benzodiazepines), alcohol, or illicit drugs. Education can 
also include the risk of OD for those who leave an OTP against medical advice or are 
administratively discharged.         
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Treating Alcohol Use Disorders 
The FDA has approved two medications for the treatment of AUDs: naltrexone (both the oral pill in 
1994 and extended release shot in 2006) and acamprosate. Both naltrexone and acamprosate are 
evidence-based medications in the treatment of an AUD and can be combined with all levels of 
care. Both medications are designed to lower relapse rates for alcohol by either reducing the urges 
to drink or relieving the symptoms associated with early withdrawal (e.g., the first few days after 
detoxification has been completed).   
 
Naltrexone for AUD is the same medication, in both pill and intramuscular (IM) shot, reviewed for 
the treatment of OUDs. Acamprosate was designed exclusively for the treatment of AUDs and 
approved by the FDA in 2004 (though it has been available in research since the 1990s). 
Acamprosate relieves symptoms associated with withdrawal from alcohol, so it is not classified as 
an antagonist. 
 
SAMHSA guidelines recommend the use of either medication during the early phase of abstinence, 
such as when individuals initiate residential or outpatient treatment. Though both medications can 
be given while individuals are actively consuming alcohol, it is not recommended to do so, and 
research has not found either medication to be effective for those who cannot achieve brief 
periods of abstinence.   
 
A recent meta-analysis of over 120 published research trials found that both oral medications can 
lead to a small but clinically meaningful reduction in the consumption of alcohol though a 
reduction in urges (Jonas et al., 2014). The study also found no substantial difference between 
naltrexone and acamprosate, so either option can be used based on medical considerations.  
Further, both medications can be prescribed at the same time. The evidence for extended-release 
naltrexone was insufficient due to the limited number of published trials that used the IM version of 
naltrexone.   
 
Another literature review found individuals who maintain naltrexone on a daily basis experienced a 
30% to 60% reduction in daily alcohol use and 30% to 50% reduction on acamprosate within the 
first few months during and after treatment (DeSousa, 2010). The author also noted that between 
25% and 35% of individuals on naltrexone achieve significant periods of abstinence if they 
effectively adhere to naltrexone in combination with psychosocial treatments.     
 
Community Care recommends the following guidelines based on the aforementioned research:  

• Individuals with an AUD should be provided with education on the benefits and risk of 
naltrexone and acamprosate within all levels of care. Highly motivated individuals can be 
given oral naltrexone or acamprosate in and after treatment; whereas those who may 
struggle to take medications daily will likely benefit more from the IM shot, extended-
release naltrexone.     

• Individuals with an AUD should be provided with either naltrexone (pill form or extended-
release naltrexone) or acamprosate while enrolled in any level of addiction treatment. Both 
medications have low side effect profiles and no addictive qualities. Both medications 
require only a prescription from a licensed provider, including mid-level providers, such as 
advanced practice nurses. Prescribers do not have to acquire additional licensure or 
training that is associated with buprenorphine or methadone.  

• Individuals with an AUD should be encouraged to maintain a prescription to naltrexone (pill 
or IM shot) or acamprosate upon completion of treatment in any level of care. Providers are 
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encouraged to either provide a prescription for individuals to maintain the medications 
after treatment or to provide guidance on how they can connect with a primary care 
provider upon discharge from addiction treatment.   
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