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OVERVIEW
Besides buprenorphine, two other medications are approved for medication-assisted treatment of opioid use 
disorder: Methadone and Naltrexone. What is treatment with these drugs like? How do they compare to 
buprenorphine?

In this guide, you will learn:

• The basic pharmacology of methadone and naltrexone

• The patient’s experience of being treated with these medications

• Precautions taken when switching between these methadone and buprenorphine

• How the best medication is determined for each patient case
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MEDICATION-ASSISTED TREATMENT FOR OPIOID USE DISORDER
About Medication-Assisted Treatment For Opioid Use Disorder
Several medications are available to treat opioid use disorder in medication-assisted treatment (MAT) of opioid 
use disorder: buprenorphine, methadone, and naltrexone. 

These medications can be used to support long-term maintenance of being free from dependence on opioids 
(other than those being used in treatment), as they can be taken safely for years. Additionally, MAT has a higher 
rate of success than medication-free treatment. Whether or not medication-assisted treatment is chosen, 
psychosocial treatment is an essential component of treatment and should be integrated into your overall 
treatment plan.

Buprenorphine And Methadone
Both buprenorphine and methadone:

• Can be used for the initial process of quitting opioids (first stage of treatment – detoxification which 
means stopping opioids) and help reduce the need for inpatient care at this stage10–12. 

• Help in managing withdrawal from opioids by relieving withdrawal symptoms and psychological cravings. 

• Typically need to be continued indefinitely because withdrawal symptoms from their discontinuation can 
be severe and prolonged even with a taper11.

• Work via the opioid receptors, the same receptors that are responsible for problematic dependence on 
opioids13. 

• Have weaker effects or slower onset so you won’t feel the same "high" from taking them. 

Naltrexone 
Naltrexone has a different mechanism of action, as it blocks opioid receptors. That is, it competes with the opioid 
and blocks if from being able to act. Methadone and buprenorphine are much less addicting than other opioids 
that have more rapid onset or potent effects that lead to addiction. Naltrexone is non-addicting.

Buprenorphine In Wide Use
• There are more than twice as many people maintained on buprenorphine as methadone14,15. 

• Buprenorphine is being prescribed widely: 9.3 million buprenorphine prescriptions were filled in the U.S. 
in 201216. 
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METHADONE
Methadone is a synthetic, long-acting opioid used for treatment of opioid use disorder. It is a Medication-Assisted 
Treatment and is an alternative to buprenorphine.

History
Methadone has been used to treat opioid dependence successfully in the U.S. since the 1960s47,61. For the 
treatment of opioid use disorder, it can only be prescribed in special clinics where it is taken daily. This 
medication is still widely used as a safe and effective treatment62. It is also sometimes used in pain management, 
alleviating pain symptoms for 4-8 hours14 Using methadone to treat opioid use disorder outside of a special clinic 
is outside of the acceptable scope of practice, however.

Efficacy
Methadone (60 mg/day) is about as effective as buprenorphine (16 mg/day) at maintaining opioid abstinence63. 
Long-term maintenance appears to be necessary for success, as relapse rates are high among patients who drop 
out of treatment. Like buprenorphine, misperception of long-term methadone treatment as simply "replacing one
addictive drug with another" has led to some opposition to its use and discrimination against patients using it.

Treatment Settings
Currently, methadone maintenance treatment for opioid dependence can be administered only in a federal and 
state licensed opioid treatment program (OTP) by a licensed physician47. Office-based administration of 
methadone is not permitted by law, unlike office-based buprenorphine treatment.

1 Pharmacology  
Biological Mechanisms And Pharmacokinetics
When taken daily, methadone (a synthetic analgesic) achieves its therapeutic effects by attaching to opioid mu 
receptors in the brain64. Although methadone-maintained patients will develop physical dependence, the 
mechanisms by which methadone achieves its therapeutic effects are different from those of heroin and other 
illicit opioids as it is slower acting. It is also a full agonist, unlike buprenorphine which is a partial agonist, and it is, 
therefore, more likely to cause physiological dependence47. At therapeutic doses, methadone does not produce 
the heroin-like rush or sedation, and its slow onset and long duration of action prevent withdrawal symptoms and
drug cravings. With a half-life of 22 to 24 hours, methadone stays in the system longer than heroin and other 
opioids and produces an extended period of physiologic homeostasis without withdrawal.

Dosing
Methadone must be taken daily and is traditionally distributed to patients one dose at a time in a methadone 
clinic. However, federal regulations allow methadone programs to prescribe take-home doses for well-stabilized 
patients with low risk for diversion47. Effective daily maintenance doses vary, but the typical effective dose, one 
that reduces both withdrawal and cravings, is usually between 60 and 120 mg/day. At an adequate dose, 
methadone prevents withdrawal symptoms, drug craving, and reduces relapse to opioid misuse. Because of the 
long half-life, and the risk for overdose, rapid increases in dose are avoided.

Side Effects Of Methadone
Daily, long-term methadone use is safe, with infrequent side effects. However, some side effects are potentially 
serious and warrant emergency treatment62:

• Breathing difficulties or shallow breathing 

• Feeling faint or light-headed 
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• Hives, rash, swelling of face, mouth, or throat 

• Chest pain 

• Rapid or pounding heartbeat 

• Hallucinations, confusion 

Complications Of Methadone
There are potential interactions with other drugs (especially sedating drugs, hypnotics, or anxiolytics) and alcohol, 
which can cause life-threatening respiratory depression47. Chronic, heavy alcohol use can either inhibit or 
accelerate the rate of methadone metabolism, depending on alcohol blood levels and resulting effects on liver 
enzymes5. Some prescription medications (including tricyclic antidepressants) can also affect the speed at which 
methadone is metabolized, and dosing must be adjusted accordingly.

Precautions For Methadone
Patients having opioid use disorder often have co-occurring alcohol use disorder or other substance use disorder,
and so they would be at risk for potentially dangerous interactions47. Clinicians should observe patients for signs 
of intoxication and withdrawal.

There is also a risk for prolongation of the QTc interval and other arrhythmias; the risk increases as the 
methadone dose increases47.

2 Comparison To Buprenorphine  
Buprenorphine maintenance (16 mg/day, sublingual tablets) is described as being as effective as methadone 
treatment (60 mg/day) for reducing opioid use in addicted persons63. However,   methadone (or perhaps the clinic
structure) has better patient retention2. Furthermore, individual patients may respond better to one medication 
or the other. 

• Like methadone, buprenorphine suppresses cravings for opioids and prevents withdrawal. 

• Unlike methadone, which can only be prescribed by specially accredited opioid treatment programs, 
buprenorphine can be prescribed by physicians and qualifying physician assistants and nurse 
practitioners in their practices. Essentially, any physician addiction specialist or any physician, nurse 
practitioner, certain advanced practice nurses, or physician assistant with a DEA license to prescribe and a 
DATA 2000 waiver is permitted to prescribe buprenorphine. 

• Some patients may do better with office-based treatment. For example, if they had trouble getting to the 
clinic every day to pick up their methadone dose. Other patients may need the structure and high doses 
provided by a methadone program and may do poorly in less regimented, office-based buprenorphine 
treatment. 
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NALTREXONE
Naltrexone (Vivitrol®) is given as an injection for the treatment of opioid use disorder and other addictions, most 
often to prevent relapse. It is sometimes used after detoxification, as an alternative to methadone or 
buprenorphine maintenance, although there must first be a period without buprenorphine or other opioids. For 
example, a large study of naltrexone use after enforced abstinence while in prison found that released former 
prisoners had better success rates with naltrexone plus counseling and community treatment programs than 
controls having only counseling and community programs65. At long-term follow-up, abstinence rates were similar
to the other FDA-approved medication-assisted treatments for opioid use disorder, buprenorphine, and 
methadone.

Naltrexone costs $12,000 to $14,400 per year compared to $4 to 5,000 per year for daily buprenorphine, which 
makes it more cost prohibitive to many patients. As with buprenorphine and methadone, most states cover this 
treatment under Medicaid.

Similarities With Buprenorphine Include:
• Like buprenorphine, naltrexone can be administered through an office setting. 

• Like buprenorphine, naltrexone blocks use of illicit opioids. 

Advantages Over Buprenorphine Include:
• Naltrexone injections are given only once per month. However, long-acting forms of buprenorphine are 

available and appropriate for some patients. 

• Naltrexone does not cause a physical dependence as does buprenorphine. 

• Naltrexone can be prescribed by any clinician who can prescribe medications and does not require a 
waiver to prescribe47. 

Challenges And Risks Of Naltrexone Include:
• Warning about transfer from buprenorphine to naltrexone: To reduce the patient's dependence on 

buprenorphine and avoid triggering precipitated withdrawal, patients should be tapered to discontinue 
buprenorphine and then abstain from buprenorphine 7–14 days, before starting naltrexone47. The 
medication, lofexidine, is a non-opioid medication that is FDA approved to treat physical symptoms of 
opioid withdrawal and was made available around August 2018. It may be employed to help reduce 
symptoms during opioid detoxification before starting naltrexone11. 

• Greater risk for overdose if opioids are used, especially near the time for a new dose of naltrexone and 
after being on naltrexone for a while. Patients should be educated that they will have lost any tolerance 
they built up previously for higher dose opioids and relapsing and using their old dose could be 
dangerous. 

• Side effects are experienced by some patients; for example, nausea, dizziness, and injection site 
complications. Patients often feel poorly in the first month of treatment. 

• Patients taking naltrexone will require non-opioid pain management for chronic pain. They should wear 
bracelets or carry wallet information about their medication so that an anesthesiologist can adjust 
analgesia when in hospital. 

• Poor medication adherence is fairly common with naltrexone, and so it is primarily used when adherence 
can be enforced47. Using the extended-release injectable formulation helps to some extent with 
medication adherence.  

• Naltrexone is not as effective as buprenorphine or methadone at decreasing opioid cravings.47,66
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Dosing
Oral dosing with naltrexone can be daily or every three days47. Injections of extended-release naltrexone are deep
intramuscular in the muscle of the upper buttocks every 4 weeks67. Patients must be cleared of buprenorphine or 
any opioid for 7 to 14 days before starting naltrexone to avoid precipitated withdrawal. Adjunctive medications 
(clonidine, clonazepam, trazodone) can be given to manage opioid withdrawal symptoms if needed during the 
interim period. The starting protocol involves the use of the COWS assessment questions about withdrawal 
symptoms and test dose(s), as described in the step-by-step clinical guide for XR Naltrexone67 available in the 
resources section of this guide. 

FYI 
Naltrexone may also be used to treat alcohol use disorder68. It does help diminish alcohol cravings to some 
extent68.
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MEDICATION-ASSISTED TREATMENT – HOW IS IT DETERMINED?
SAMHSA offers a decision support tool called Decisions in Recovery: Treatment for Opioid Use Disorder that patients 
and providers can download to help in choosing the best treatment to meet individual needs.69 They highlight the 
following differences between these medications: 

Buprenorphine
• Who? For people who are best treated in a doctors office including motivation to adhere to a plan. 

• Risk of overdose? Moderate risk of overdose when used with other drugs especially benzodiazepines. 
Risk is increased with alcohol and other drugs. 

• Withdrawal: Unpleasant withdrawal if stopped. 

• Office visits: After starting, typical office visits are monthly.

Methadone
• Who? For people who benefit from relatively greater structure, have severe or undermanaged pain.

• Risk of overdose? High risk of overdose when used with other drugs because it stays in the system fairly 
long. 

• Withdrawal: More severe withdrawal symptoms if stopped. 

• Office visits: May have to go to a clinic for a daily dose, although there may be some home dosing if the 
patient is doing well. 

Naltrexone
• Who? For people who can stop opioid use for the 7 to 10 days needed before starting it. It may be a good 

choice for patients who also have alcohol use problems as it is also used as a treatment for alcohol use 
disorder. 

• Risk of overdose? Overdose is a concern if opioid use is resumed while on naltrexone, because some 
individuals take high doses to overcome the blocking effect. 

• Withdrawal: Withdrawal is experienced if naltrexone is started too soon after stopping opioid use. 

• Office visits: Injections last around 30 days. 

Long-term treatment is recommended for all three medications. 
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KEY POINTS
1. The FDA has approved three medications that can be used to help treat opioid use disorder: 

buprenorphine, methadone, and naltrexone.

2. Buprenorphine and naltrexone can be prescribed in a primary care practice, but methadone treatment 
must be given at a special licensed addiction clinic. 

3. Aside from treatment setting, these medications differ in frequency of office visits, cost, side effects, 
dosing, and the characteristics of patients that are best helped by the medication. 

4. It is important to become aware of medication side effects and risk of overdose for your prescribed 
medication. 
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