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TREATMENT OF OPIOID USE DISORDER (OUD)

• Majority of people who develop OUD are not receiving 
treatment 

• Only a small fraction of patients are offered treatment with 
medications (MAT), despite overwhelming evidence of 
superior outcomes as compared to psychosocial 
treatment approach

• All patients should be offered option to be treated with 
one of the FDA-approved medications, preferably 
matched to the patient to assure optimal outcome
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NALTREXONE

• Antagonist - ligand that binds to the receptor but does not 
initiate signal transduction
– Naltrexone & Naloxone act as u-OR antagonists

• Naltrexone binds with the highest affinity of all ligands
– It will displace all agonists from the receptor
– It will prevent all agonists from exerting effects
– At sufficient blood levels, naltrexone fully blocks all opioid effects*
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NALTREXONE

• Long acting, high affinity, competitive opioid receptor antagonist 
with an active metabolite (6-B-naltrexol, also antagonist)

• Tablet is approved for the blockade of exogenously administered 
opioids

• Injection (Extended release) is approved for “the prevention of 
relapse to opioid dependence following opioid detoxification” 
(package insert)

• May be a good choice for patients seeking withdrawal from all 
opioids as a first stage of treatment 



© U N I V E R S I T Y  O F  U T A H  H E A L T H ,  2 0 1 8

COMPONENTS OF TREATMENT WITH NALTREXONE

• Behavioral component: blockade of the positive reinforcing effects 
of opioids leads to gradual extinction of craving and compulsive 
drug use
– Patients who use opioids while taking naltrexone experience no euphoric 

effect and usually stop using opioids
• Pharmacological component: naltrexone decreases reactivity to 

drug conditioned cues thereby minimizing pathological responses 
contributing to relapse (craving)
– Patients with a good clinical response to naltrexone usually have no urges to 

use
• As naltrexone has a different mechanism of action than agonists, it 

may address limitations related to treatment with agonists, providing 
another option for patients with OUD
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LIMITATIONS

• Requirement of detoxification and a wait period of 7-10 days after 
the last dose of an opioid before antagonist can be initiated 
– A major barrier for many patients who find difficult to tolerate withdrawal and 

abstain from opioids
• Difficulty with the induction due to the possibility of precipitated and 

protracted withdrawal
– Patients do not feel well at the beginning of the treatment
– Requirement of close monitoring

• XR preparation of naltrexone is a relatively new medication with 
limited effectiveness research to date
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BRIEF HISTORY OF NALTREXONE-BASED TREATMENT

• First introduced in the 1970s (PO)...disappointing results
– Difficulty with tx initiation, low patient acceptability and poor adherence 
– Reviews concluded that there was no evidence that naltrexone is effective 

beyond selected patient groups, which discouraged its use
• New developments in the 1980s

– Clonidine effective in tx withdrawal
– Development of naltrexone-assisted withdrawal management protocols
– Buprenorphine was introduced for withdrawal management which facilitated 

naltrexone induction



© U N I V E R S I T Y  O F  U T A H  H E A L T H ,  2 0 1 8

BRIEF HISTORY 

• The 1990s-2000s
• Using antagonists during withdrawal management 

became an opportunity to continue with naltrexone as a 
relapse prevention agent

• Behavioral therapy was developed to improve adherence 
to oral naltrexone, including elements of MI/CBT/etc

• Long-acting preparations became available to address 
non-adherence to PO 
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EFFICACY OF NALTREXONE: PO VS XR INJECTION

• Retention in treatment rate = 1’ outcome
• Main reason for dropout is relapse 
• Majority retained in treatment are abstinent from opioids
• Rate in groups tx’d with XR preparations is twice that of the 

PO group, appx 50-70% at 6 months
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XR VS PLACEBO

• Trials comparing injection of naltrexone vs placebo 
showed that patients receiving naltrexone have:
– Better retention
– Less opioid use
– Lower craving of opioids
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EFFECT OF NALTREXONE: SUMMARY

• XR preparations of naltrexone are more effective than the PO 
preparation and should be offered over the oral formulation
– Adherence is a challenge, but it is better with XR preparation
– Treatment must emphasize adherence 

• Better treatment retention, lower opioid use, and lower craving as 
compared to placebo

• Those retained with XR have low levels of concurrent opioid use
• No direct evidence yet available comparing efficacy of XR 

naltrexone vs buprenorphine
– Indirect comparisons show comparable retention with lower level of ongoing 

opioid use
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GOOD CANDIDATES FOR NALTREXONE

• Patients who are not interested or able to be on agonist med
– Highly motivated for abstinence from all opioids
– In professions where treatment w/ agonist med is controversial (health care, 

pilots, etc)
• Patients who are abstinent from opioids but remain at risk for relapse

– Released from a controlled setting (prison, residential program)
• Moving back to neighborhood w/ greater exposure to drugs

• Patients who failed prior treatment w/ agonist
– Continued cravings and use of illicit opioids, non-adherence w/ agonist med, 

diverting/misusing agonists
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CONTINUED 

• Less severe forms of OUD
• Young adults living with involved parents who can 

supervise tx
• Young adults unwilling to commit to longer-term agonist 

therapy
• Individuals who use opioids sporadically and are at risk or 

progression to daily use
• Patients successful on agonist therapy who wish to DC 

med and seek alternative tx
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PATIENT-TREATMENT MATCHING

• No evidence, only clinical experience
• Good response to PO Naltrexone:

– Highly motivated pt
– Older pt w/ long hx of use and multiple relapses
– Pt w/ long periods of abstinence between relapses 
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IS THE PATIENT READY?

• Naltrexone WILL precipitate severe and prolonged withdrawal in 
those who are physically dependent on opioids or have large 
amount of opioids in their system

• Always confirm absence of opioids and physical dependence prior 
to the first dose
– UDS must be negative for all opioids, but remember not all opioids will be 

detected (Kratom, loperamiide)
– Naloxone challenge if unsure of the abstinence and the absence of 

physiological dependence 
– Patient must understand the risks of precipitated withdrawal if underreporting 
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INITIATING XR-NALTREXONE

• Give immediately after confirming absence of physical 
dependence or passing the challenge

• May give PO challenge (12.5-25 mg x1) at least 1-2 hours 
before the injection, to ensure tolerability

• Alternatively, may do this for a few days, then inject
– Residential setting
– Give XR ASAP to minimize risks of non-adherence to PO
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NALOXONE CHALLENGE

• Short acting opioid antagonist used to reverse overdose AND to 
detect physiological dependence

• Will precipitate withdrawal that usually emerges within 5-10 min and 
dissipates within 30 min
– COWS to measure withdrawal
– Severity of withdrawal proportional to the level of physical dependence and 

dose of naloxone
– Any change from baseline = Positive test (wait a day, repeat)

• Naloxone IM (deltoid)
– 2 stages to minimize withdrawal: 0.4 mg then 0.8 mg
– Negative test  full dose naltrexone can be started 
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INDUCTION: CLINICAL SCENARIOS

• Abstinent, after opioid withdrawal
– XR most easily started this way
– Not in acute withdrawal, no use of opioids for 7+ days
– Confirm absence of opioids and physical dependence
– Administer injection

• Sporadic use of opioids
– Individuals who started using after a period of abstinence, high risk intermittent 

users of opioids
– Require 2-3 days of abstinence and confirm absence of physical dependence
– Neg UDS and neg naloxone challenge
– Administer injection
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INDUCTION: CLINICAL SCENARIOS

• Use of daily low amounts
– Misuse of opioids in the context of pain-treatment (<100 MME)
– Low amount of heroin (1-3 bags/day)
– Must complete withdrawal (outpatient w/ daily visits)
– Confirm absence of physical dependence (neg Utox, neg

challenge)
– Administer injection
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INDUCTION: CLINICAL SCENARIOS

• Use of daily large amounts
– Short or long acting, IN or IV
– >5 bags heroin, oxycodone, fentanyl, methadone
– Often use of other substances (etoh, sedatives, simulants)
– Consider agonist as a first line tx
– If patient wants naltrexone, consider inpatient withdrawal 

management (10-14 days)
– Confirm absence of physical dependence (neg Utox, neg

challenge)
– Administer injection BEFORE discharge



© U N I V E R S I T Y  O F  U T A H  H E A L T H ,  2 0 1 8

THE PATIENT DISCONTINUING METHADONE OR 
BUPRENORPHINE

• Those maintained with good response may be considered for 
transition onto naltrexone

• Patient should be able to tolerate gradual agonist dose reduction
– Those on methadone should go onto buprenorphine 
– All should remain stable on buprenorphine 2-4 mg for at least one month 

before discontinuation
– Use adjuncts after stopping buprenorphine to alleviate withdrawal
– Initiate w/ PO followed by XR injection 

• Waiting for neg Utox (bup) is not necessary if starting low naltrexone dose
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OPIOID WITHDRAWAL

• Approaches, not to be discussed in detail
– Agonist assisted opioid withdrawal
– Symptomatic only care
– Rapid withdrawal using antagonist

• Naltrexone added 2-3 days after the last dose, start low (3-6 mg), use 
adjuncts to minimize discomfort 

– Ultra Rapid withdrawal under anesthesia
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NALTREXONE “FLU”
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SIDE EFFECTS

• Infrequent, first month, related to withdrawal
– Nausea, Tiredness, Headache, Dizziness, Vomiting, Decreased 

Appetite, Painful Joints, Muscle Cramps, Insomnia
• Injection Site Reactions (inflammation, Tissue Damage)

– Local tenderness, small bump is common, resolves 1-3 days
– Serious Site Reaction If Administered Into FAT TISSUE

• Rare
– Depressed mood, suicidal behavior
– Allergic Eosinophilic Pneumonitis
– Systemic Allergic Reaction
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CLINICAL CHALLENGES: TESTING THE BLOCKADE
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INJECTABLE NALTREXONE PRIOR AUTHORIZATION

• https://www.vivitrolhcp.com/content/pdfs/vivitrol2gether-
enrollment-form.pdf

• Or Google “touchpoints Vivitrol”
• Make sure patient signs consent and opts for co-pay 

assistance
• You choose diagnosis and choose length of prescription
• Fax the form in, expect 2-4 weeks for approval

https://www.vivitrolhcp.com/content/pdfs/vivitrol2gether-enrollment-form.pdf
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