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• Brief Stats 
• Medications for Opioid Use & Alcohol Use 

Disorders 
• Focus on Naltrexone 

– Oral 
– Injectable 

• Safety issues 
• Empirical support for naltrexone 
• Adjunct counseling, interventions, support 

 
 

Overview 



• Medications for Opioid Use Disorder (OUD) 

– Guide (for injectable naltrexone, Vivitrol) 

• Medications for Alcohol Use Disorder (AUD) 

– Guide  

• Both Guides are free pdf downloads (& 
attached) 

SAMHSA Guides 

http://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
http://store.samhsa.gov/product/Medication-for-the-Treatment-of-Alcohol-Use-Disorder-A-Brief-Guide/All-New-Products/SMA15-4907
http://store.samhsa.gov/product/Medication-for-the-Treatment-of-Alcohol-Use-Disorder-A-Brief-Guide/All-New-Products/SMA15-4907


• Buprenorphine 

• Methadone 

• Naltrexone monthly injectable (Vivitrol) 

Meds for Opioid Use Disorders 



• In 2013 4.5 million people in U.S. reported 
nonmedical use of opioids in the last month 

• 289,000 reported use of heroin in the last month 

• 80% of those w/opioid use disorder do not receive 
treatment because of  
– Limited treatment capacity 

– Financial barriers 

– Social bias & stigma 

– Other barriers to care (e.g., lack of child support for women 
in treatment) 

 

Opioid Use 



• Approved meds include 

– Methadone (available only through methadone 
clinics) 

– Buprenorphine (available only through addiction 
board certified physicians or physicians who 
complete special training) 

– Naltrexone injectable (XR-NTX, Vivitrol) or oral 
(available through any healthcare provider (MD, 
PA, NP) licensed to prescribe meds 

• Good candidates for Vivitrol include those w/short or 
less severe hx addiction and those who need to 
demonstrate sobriety to prof. licensing boards or the 
criminal justice system (See Table 1 (pp 4-6) of 
SAMHSA Guide) 

 

Opioid Use Disorders 



• Addresses issue of compliance 

• Safety and tolerability generally good 

– Little adverse hepatic impact 

– Acute pain management still feasible 

• Feasible to implement in primary care 
settings 

• Covered by Oregon Health Plan (OHP) 
 

Gastfriend 2011 

Injectable Naltrexone: XR-NTX 



• Multicenter phase III randomized, double 
blind, placebo controlled 24 wk trial in 
Russia.  

• All received 12 biweekly counseling 
sessions. 

• Clinically meaningful & statistically sig. 
outcomes favored vivitrol group 
– Both primary & secondary outcome measures. 

 Gastfriend 2011 

XR-NTX: Efficacy 



Gastfriend 2011 

XR-NTX: Efficacy 

XR-NTX Placebo 

Complete confirmed Abstinence 
(wks 5-24) 

90% 35% 

PDA self-reported 99% 60% 

Retention in treatment (days) 168 96 



Consumption & Alcohol related Problems 

None 
Mild 

Moderate 

Substantial 

Severe 

Alcohol Problems 

None 
Mild 

Moderate 

Substantial 

Severe 

Consumption 

IOM, 1990 free download at http://tinyurl.com/q3xhouz 



• There are 3-4x as many problem drinkers as 
there are alcohol dependent drinkers.  

• Prevalence of problem drinking increasing 
while dependence is decreasing (NIAAA, 
2004). Currently, 43% men, 29% women drank 
heavily once or more in last 12 mo (NIAAA, 
2013). 

• Heavy drinkers who aren’t dependent don’t go 
to alcohol treatment programs. 

 

Problem Drinking Increasing 



  

Medication Target 
Year 

Approved 

disulfiram 

(Antabuse) 

aldehyde 

dehydrogenase 

1949 

Naltrexone oral 

(Revia) 

opioid receptor 1994 

acamprosate 

(Campral) 

glutamate and GABA-

related 

2004 

naltrexone depot 

(Vivitrol) 

opioid receptor 2006 

Medications for Treating Alcohol Use Disorders 

(see Table 1 SAMHSA  Alcohol Guide) 



• Oral opioid antagonist (50mg daily) 

• Injectable once a month extended release 
formulations XR-NTX (VivitrolR) 

• Most common side effects include nausea, 
headache, dizziness, insomnia, vomiting, anxiety 
and somnolence. Potential for hepatotoxicty at 
high doses and precipitated opiate withdrawal. 

• IM injection associated with injection site 
reactions and patients should be warned about 
the possibility of eosinophilic pneumonia. 

Naltrexone  



• Of the medications for AUDs, naltrexone is 
the safest and has no adverse consequences  
if the patient drinks while on it. While there is 
potential for hepatotoxicty at high doses, 
these dosages are not usually prescribed.  

• Naltrexone will precipitate opiate withdrawal 
though if the patient is using opioid 
medications or illicit opioids. 

Naltrexone safety  



• Noncompliance due to adverse events 

– Most adverse events of naltrexone are short-

lived but some patients become non-adherent  

– An extended release formulation would allow 

patients to experience resolution of symptoms 

with continued coverage 

 

Rationale for injectable 
naltrexone for AUD (XR-NTX) 



• Reduced efficacy due to missed doses 

– Motivation to take oral naltrexone may wax 

and wane on a daily basis 

– Some patients are less organized or dealing 

with multiple stressors resulting in missed 

doses 

– XR –NTX requires a decision to take it only 

once per month and covers each day of the 

month 

Rationale for injectable 
naltrexone (XR-NTX) Vivitrol® 



• Pharmacokinetic limitations of oral 

naltrexone.  

– Daily peaks and valleys of oral naltrexone 

levels may be related to adverse events and 

reduce efficacy 

– XR – NTX provides consistent levels of 

naltrexone for 30 days 

 

Rationale for XR-NTX 
Vivitrol® 



Treatment 

% Fewer Drinking Days 

vs. Placebo p Value 

XR-NTX 380 mg 25% 0.0245† 

XR-NTX 190 mg 17% 0.0744 

* Heavy Drinking =   5 drinks/day for men;   4 drinks/day for women 
† Adjusted for multiple comparison 

Garbutt JC, et al. JAMA. 2005. 

XR-NTX Vivitrol® 



 380 mg 

190 mg 

Placebo 

O’Malley et al., J Clin Psychopharmacology, 2007  

Maintenance of Abstinence in Pts 
w/4 day lead-in abstinence 



• Mark et al. (2010) Study of insurance claims 
found pts who had received any meds for alc. 
Dependence had significantly lower 
healthcare costs (compare to case matched 
controls). Vivitrol pts had some of the lowest. 

• Bryson et al. (2011) Aetna retrospective study  
commercial ins claims: At 6 mo.,pts on XR-NTX 
decreased healthcare costs $2700 compared 
to other meds and psychosocial tx. 

Vivitrol® Efficacy  

In Gastfriend 2014 (attached) 



• In clinical trials of alcohol 
dependence naltrexone shown to 

– Reduce the risk of  relapse to 
heavy drinking 

– Increase percentage of days 
abstinent from alcohol 

– Reduce number of drinks/drinking 
day 

– Decrease craving for alcohol 

 

• Effect sizes in efficacious studies 
are between the small to medium 
range  

 

 

 
From Volpicelli et al. 1992 
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Oral Naltrexone Efficacy  



• NIAAA sponsored 11 study sites testing the efficacy of oral 
naltrexone, acamprosate, and combined behavioral 
therapy alone and in combination 

 

• 1,383 alcohol dependent patients randomized  

• 955 men (69%), 428 women 

• Median age of 44 

• 71% had at least 12 years of education 

• 42% married or cohabiting 

• 73% employed 

• 23% from ethnic minority groups 

 

 
Anton, O’Malley et al., JAMA, 2006, 295:2003-17 

The COMBINE study 



Two Types of Counseling 

during 16 weeks of treatment 

    Medical Management (MM) 

    Up to 9 relatively brief sessions 

    With a healthcare professional 

 

    Combined Behavioral Intervention 

(CBI) 

    Up to 20 1-hour individual sessions  

     with a specialist counselor 

 



• Acamprosate + Naltrexone 

• Acamprosate Only (+ Naltrexone placebo) 

• Naltrexone Only (+ Acamprosate placebo) 

• Double Placebo 

 

• All took identical-looking pills 3x daily 

• All received Medical Management (MM) 

• Half also got behavioral counseling (CBI) 

Med Conditions: 8 cells 



• Percent Days Abstinent 

• Time to first heavy drinking day 

– Males:     5 drinks in one day 

– Females:  4 drinks in one day 

• Measured during 16 weeks of treatment 

    and also for one year thereafter   

– (at 26, 52, and 68 weeks) 

Primary Outcome Measures 



The COMBINE Study (Anton et al, 2006) 

Return to heavy drinking 

Without CBI With CBI 



Both Women and Men Benefit from 

Naltrexone and Med Management 

Greenfield et al., 2010,34(10):1803-12 



• Safe in combination with alcohol 

 

• Responders to naltrexone are similar to the 
profile of young adult heavy drinkers  
                                                      Donovan et al., 2008 

• Effective even in drinkers not diagnosed with 
alcohol dependence  or receiving alcohol 
advice 

                Kranzler et al., unpublished; O’Malley et al., 2006 

• Effects on drinking could support strategies 
recommended by BASICS 
  O’Malley et al., 2003; Anton et al., 2004;Krishnan-Sarin et al., 2007 

Naltrexone w/young adults 



• A harm reduction approach, BASICS aims to 

motivate students to reduce risky behaviors 

• Individualized feedback is provided about 

consequences, alcohol norms, ways to reduce 

future risks, and options to assist making 

changes (e.g., spacing drinks) 

• Effects are modest – could medication augment 

efficacy and would young adults interested? 

 

Brief Screening and Intervention 
for College Students (BASICS) 



College Students Are More Interested in 

Reducing Rather than Quitting Drinking 

University of Missouri Yale University 

Cut-down Stop Cut-down Stop 

Maybe –  

Definitely 
13.8% 5.7% 14.3% 6.3% 

N  2233 2219 321 316 

Corbin, unpublished data; Epler, Sher & O’Malley, Journal of College Health, In Press 

 



National Epidemiologic Survey on 

Alcohol and Related Conditions 

(2001-2002)  

Alcohol Dependence by age 



• Sample of “early problem drinkers” 

• N = 153, 58% male 

• Majority of participants had a goal of 
reduced drinking 

• Randomized to placebo controlled 
50mg targeted or daily naltrexone 

• All participants received brief skills 
training, supported goals of reduced 
drinking 

Kranzler et al., 2003 

Targeted Naltrexone 



Probability of Any Drinking 

 

Kranzler et al., 2003 



 

 

 

 

 

 

 

Project Choice 

Yale  
University 
School of  
Medicine 

A drinking reduction 
study for young adults 

sponsored by the 
National Institutes of 

Health and  
Yale University School 

of Medicine 

 

Phone: 203-974-5763 
 

Email: project.choice@yale.edu 
 

www.alcoholstudy.org 

HIC #0706002743 

 

  

Placebo controlled trial 

in 132 heavy drinkers  

 

Ages 18 - 25 

 

BASICS + naltrexone 

for drinking reduction 

 

Daily (25mg) + targeted 

(25mg) naltrexone 

dosing for 8 weeks 

 

One year follow-up (in 

progress) 

 



• During tx, both groups reduced percent heavy 
drinking days (P < .009) and percent days 
abstinent (P < .04). 

• Compared to control group, naltrexone group 
had (during treatment): 
– Reduced # drinks/drinking day 
– % days w/estimated peak BACs > .08 (35% 

in naltrexone gp, 61% in control group). 
Most injuries & deaths in young adults 
happen when intoxicated. 

• NSDs in consequences but naltrexone gp had 
fewer blackouts and loss of consciousness 
 

Outcomes 
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Naltrexone reduces the risk of continued heavy 

drinking without alcohol counseling in smoking 

cessation trial 

O’Malley et al., 2006 



• Naltrexone is a safe and effective medication 
for both opioid and alcohol use disorders. 

• XR-NTX for alcohol dependent patients has 
advantages over oral naltrexone. 

• Oral naltrexone has demonstrated safety and 
efficacy with non-dependent young adults. 
– Recommend its consideration with adults across 

the spectrum of dependence (see Hester, 2015 
attachment). 

 

Conclusions 


