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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available. Local adjudication should be used until updated guidance and/or CFU are developed by the National PBM. The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  THE CLINICIAN SHOULD USE THIS GUIDANCE AND INTERPRET IT IN THE CLINICAL CONTEXT OF THE INDIVIDUAL PATIENT.  INDIVIDUAL CASES THAT ARE OUTSIDE THE RECOMMENDATIONS SHOULD BE ADJUDICATED AT THE LOCAL FACILITY ACCORDING TO THE POLICY AND PROCEDURES OF ITS P&T COMMITTEE AND PHARMACY SERVICES.
The Product Information should be consulted for detailed prescribing information.
See the VA National PBM-MAP-VPE Monograph on this drug at www.pbm.va.gov or http://vaww.pbm.va.gov for further information. 

	Exclusion Criteria

	|_|	Patients who require opioid medications (including tramadol and tapentadol) for therapeutic reasons.
|_|	Inadequate muscle mass.
|_|	Patient’s body type precludes an intramuscular injection with one of the needles provided in the product kit. (Only the 1.5- or 2.0-inch 20G needle provided in the kit should be used.)
|_|	Contraindication to intramuscular injections, such as infection, inflammation, trauma, moles, birthmarks, scar tissue or other lesions at the injection site; thrombocytopenia, anticoagulant or thrombolytic therapy, or other clotting abnormalities; neutropenia. 
|_|	Conditions that impair peripheral absorption, such as occlusive vascular disease, edema, shock.
|_|	Current physiologic opioid dependence or withdrawal.
|_|	Failed naloxone challenge, patient self-report of opioid use, or positive for any opioids on any screening or confirmatory opioid detection laboratory tests ordered at the provider’s discretion (at time of induction).
|_|	Hypersensitivity to any components of injectable naltrexone formulation, including polylactide-co-glycolide (PLG) and carboxymethylcellulose.
|_|	Acute hepatitis
|_|	Severe hepatic impairment (Child-Pugh class C)
|_|	Moderate to severe renal impairment (estimated or measured CrCl less than 50 ml/min)

	Inclusion Criteria 

	All of the following criteria must be met. 

	[bookmark: Check1]|_|	Patient is under the care of a VA physician for a current diagnosis of at least one of the following:

	|_|	Alcohol dependence (DSM-IV-TR) or alcohol use disorder (AUD; DSM5) 

	|_|	Opioid dependence (DSM-IV-TR) or opioid use disorder (OUD; DSM5)

	|_|	Naltrexone injectable will be initially prescribed by a VA or VA-contracted provider who has experience in the specific condition being treated (i.e., alcohol dependence / AUD or opioid dependence / OUD) or if not experienced, is in consultation with a VA or VA-contracted provider experienced in the treatment of the specific condition.

	[bookmark: Check2]|_|	Patient is willing to receive monthly injections of medication for the management of the specific condition.

	 


(continued)
	
|_|	Patient is unlikely to experience naltrexone-induced opioid withdrawal or is not physiologically opioid dependent, determined as follows:
|_|	For alcohol dependence or alcohol use disorder:  Patient reports not taking illicit opioids or prescription opioid medications for at least 7 days or methadone or buprenorphine for at least 10 to 14 days, has consistent and reliable negative urine drug tests for opioids or, for patients with recent opioid use, has negative results on screening or confirmatory opioid detection laboratory tests ordered at the provider’s discretion OR has a negative result on a naloxone challenge test (which should be performed after 7 days of verified abstinence from opioids or after 10–14 days of verified abstinence from methadone or buprenorphine).
|_|	For preventing relapse of opioid dependence:  Patient should have undergone medically supervised withdrawal or self-withdrawal from opioids (i.e., has not taken illicit opioids or prescription opioid medications for at least 7 days or methadone or buprenorphine for at least 10 to 14 days) and have negative results on screening or confirmatory opioid detection laboratory tests ordered at the provider’s discretion OR a negative naloxone challenge test result. 
For more information on precipitating withdrawal and the naloxone challenge test, see Issues for Consideration.

	[bookmark: Check4]|_|	Patient is free of severe or active liver or kidney dysfunction (liver transaminases less than 5x ULN; bilirubin within normal limits [except in documented Gilbert’s disease]; estimated or measured creatinine clearance 50 ml/min or greater) 

	|_|	Patient is engaged in addiction treatment management that includes psychosocial intervention (e.g., care management including assessment of treatment response, psychosocial interventions focused on relapse prevention) at initiation of injectable naltrexone therapy

	Dosing and Administration

	IMPORTANT:  Refer to the Product Information on injectable naltrexone for complete instructions on preparation and administration.
· Inject 380 mg intramuscularly into the upper outer quadrant of a gluteal muscle, alternating buttocks, every 4 weeks or once a month. Use only the 1.5- or 2.0-inch 20G needle provided in the product kit.

	· Renal Insufficiency. Mild renal insufficiency (creatinine clearance of 50–80 mL/min) had little or no influence on injectable naltrexone pharmacokinetics and no dosage adjustment is necessary. Injectable naltrexone pharmacokinetics have not been evaluated in subjects with moderate and severe renal insufficiency. These criteria recommend excluding patients with moderate to severe renal insufficiency from injectable naltrexone therapy.
· Hepatic Impairment. No dosage adjustment is necessary in patients with mild or moderate hepatic impairment (Child-Pugh class A or B). The pharmacokinetics of injectable naltrexone have not been evaluated in patients with severe hepatic impairment (Child-Pugh class C).
· Prior to adding diluent to the vial of powdered drug, bring the drug to room temperature (about 45 minutes). 
· The reconstituted naltrexone powder for injection should be administered intramuscularly by a health care provider. Do NOT administer intravenously (i.v.) or subcutaneously.
· Refer to Prescribing Information and VIVITROL Risk Evaluation and Mitigation Strategy (REMS) materials for proper injection technique. Proper injection technique is comprised of proper needle selection (only the needles provided in the kit should be used), proper aseptic technique and proper intramuscular injection.

	Issues for Consideration

	Place in Therapy 
· Individualize treatment plans. Generally, oral administration of any drug is preferred unless the patient is unwilling or unable to take oral medications. Most patients do not adhere to oral naltrexone therapy. The patient's likely adherence with oral naltrexone should be considered, and prior nonadherence with other daily medications may justify use of injectable naltrexone as a first line treatment. 
· If monitored administration of oral naltrexone can be done, and the patient benefits from such therapy, then the patient may be continued on therapy with monitored oral naltrexone or intramuscular extended-release naltrexone. 
· If the patient does not achieve satisfactory benefit despite adherence with monitored oral naltrexone therapy, alternative non-naltrexone therapies should be considered. 
· Pretreatment with oral naltrexone is not required before using naltrexone injection.
· There is limited information on how to safely and effectively switch from oral naltrexone to naltrexone injection. 

	Alcohol Dependence and Alcohol Use Disorder
· While documented abstinence from alcohol is not required for therapeutic benefit with injectable naltrexone, even greater benefit may be seen in patients who achieve some duration of alcohol abstinence (e.g. 2–4 days) prior to the initial injection of naltrexone.
· Prior trials of oral naltrexone or other pharmacotherapy for alcohol dependence / AUD (e.g., acamprosate or disulfiram) are not required before injectable naltrexone; patients who have an inadequate response or intolerance to oral naltrexone may be given a trial of other agents (e.g., acamprosate or disulfiram) instead of injectable naltrexone, or they may be tried on injectable naltrexone. Routine use of naltrexone in combination with other medications for alcohol dependence / AUD is not recommended.

	Opioid Dependence and Opioid Use Disorder 
· Consider injectable naltrexone as a treatment alternative to opioid agonist therapy (OAT) in 
· patients who are unwilling or unable to take oral naltrexone or are not likely to adhere with oral naltrexone therapy;
· relatively young (≤ 30-year old) patients who have relatively short opioid addiction histories (about 1 year or less) or other patients with addiction histories for whom a non-OAT therapy may be preferred. 
· patients who refuse OAT; examples of reasons include 
· an employer disallows opioids; 
· the patient’s treatment goal is to stop taking opioids; and 
· the patient does not want long-term (often lifetime) opioid maintenance therapy. 
· Adherence to oral naltrexone has generally been shown to be poor unless the patient is under external pressure to take oral naltrexone, such as probationers or impaired professionals, or has monitored drug administration. 
· Injectable naltrexone has potential advantages over OAT because it is a nonaddicting, nonreinforcing, noncontrolled / nonscheduled, and nonrestricted agent (i.e., which doesn’t require waivers or opioid treatment programs). 
· Injectable naltrexone has not been directly compared in randomized clinical trials with opioid agonist therapy (OAT; e.g., methadone and sublingual buprenorphine) in patients with opioid dependence / OUD. 

	Precipitating Withdrawal with Naltrexone
· Unlike spontaneous opioid withdrawal, precipitated withdrawal from administration of an opioid antagonist to a patient who is physically dependent on opioids can result in severe withdrawal symptoms that may require hospitalization.
· Health care providers who administer naltrexone injections should always be prepared to manage withdrawal symptoms with nonopioid medications because there is no completely reliable method for determining whether a patient has had an adequate opioid-free period prior to each dose of naltrexone.

	Naloxone Challenge Test

	· For treatment of opioid dependence / OUD, a naloxone challenge test result should be negative or opioid detection laboratory tests ordered at the provider’s discretion should have negative results before starting naltrexone therapy. For alcohol dependence / AUD, however, patients with no history of opioid use in the past 7 days or methadone or buprenorphine use in the past 10 to 14 days can be started safely and immediately on naltrexone. 
· For patients with recent opioid use, a naloxone challenge should be performed after 7 to 14 days of verified abstinence from opioids before starting naltrexone therapy. 
· A naloxone challenge is a test to see whether a patient is at risk of precipitated opioid withdrawal before being given naltrexone. A naloxone challenge should be done selectively and with great care (e.g., by or in close consultation with a physician experienced in management of opioid withdrawal) since patients can rapidly experience serious opioid withdrawal. 
· Give 0.2 to 0.4 mg of naloxone subcutaneously or intravenously; if patient is physiologically dependent on opioids, precipitated withdrawal usually begins within minutes.
· Patients with low levels of opioid use may require up to a total dose of 0.8 mg of naloxone to precipitate withdrawal, given in increments of 0.2 mg every 30 minutes.
· Symptoms usually peak within 30 minutes and subside in 3 to 4 hours.

	Reasons to Discontinue Naltrexone Injection in Adherent Patients

	· For alcohol dependence / AUD:  No clinically important reduction in alcohol use within 3 months
· For opioid dependence / OUD:  No clinically important reduction in opioid use within 3 months

	Patient Education

	· Patients should be informed that naltrexone can precipitate potentially severe opioid withdrawal symptoms if there has not been a long enough opioid-free period prior to each injection.
· Patients should be advised and providers should be aware that administration of large doses of opioids during naltrexone therapy may overcome the opioid-blocking effects of naltrexone and lead to serious injury, coma, or death. 
· Patients will not perceive any effect if they take opioids in small doses while receiving naltrexone. Patients on naltrexone may not experience the same effects from opioid-containing analgesic, antidiarrheal, or antitussive medications. 
· Patients should be advised that if they previously developed tolerance to opioids, they may be more sensitive to lower doses of opioids and be at risk of unintentional overdose after naltrexone treatment is discontinued.
· Patients should be warned about potential serious adverse effects of naltrexone injections, including injection site reactions.
· Patients should be advised to carry documentation that will alert medical personnel to the patient’s naltrexone therapy in case of emergency.

	Storage / Stability

	· Store the entire dose pack in the refrigerator (2° to 8°C; 36° to 46°F). Do not freeze. 
· Do not expose the product to temperatures above 25°C (77°F). 
· Unrefrigerated, injectable naltrexone can be stored at room temperatures not exceeding 25°C (77°F) for no more than 7 days prior to administration. 


[bookmark: _GoBack]Prepared January 2014. Original April 2008; last updated December 2009. 
Contact:  Francine Goodman, National PBM Clinical Pharmacy Program Manager, PBM Services (10P4P)
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