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Criteria for Nonformulary Use
Naltrexone Extended-release Injectable Suspension
VA Pharmacy Benefits Management Services, Medical Advisory Panel, and VISN Pharmacist Executives
These criteria were based on the best clinical evidence currently available. The recommendations in this document are dynamic, and will be revised as new clinical information becomes available. This guidance is intended to assist practitioners in providing consistent, high-quality, cost-effective drug therapy. These criteria are not intended to interfere with clinical judgment; the clinician must ultimately decide the course of therapy based on individual patient situations. 

	Inclusion Criteria 

	All of the following criteria must be met. 

	 FORMCHECKBOX 

Naltrexone injectable will be initially prescribed by a VA or VA-contracted provider who has expertise in the treatment of alcohol dependence or is involved in the coordination of care with a VA or VA-contracted provider experienced in the treatment of alcohol dependence.

	 FORMCHECKBOX 

Patient is under the care of a VA physician for a current diagnosis of alcohol dependence (DSM-IV)

	 FORMCHECKBOX 

Patient is willing to receive monthly injections of medication for alcohol dependence

	 FORMCHECKBOX 

Patient is not taking illicit opioids or prescription opioid medications for at least 7 days 

	 FORMCHECKBOX 

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) 

	 FORMCHECKBOX 

Patient is engaged in a drug and alcohol treatment management program that includes psychosocial therapy (e.g., psychosocial interventions focused on relapse prevention, brief interventions / care management including assessment of treatment response) at initiation of injectable naltrexone therapy

	Individualize treatment plans. Generally, oral administration of drugs is preferred unless the patient is unwilling or unable to take oral medications. The patient's likely adherence with oral naltrexone should be considered, and prior nonadherence with other daily medications may justify use of injectable naltrexone. The injectable form may be particularly useful in patients who have difficulty adhering to an oral regimen or have not responded to motivational approaches.

	While documented abstinence 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 antialcoholic agents (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 antialcoholic medications is not recommended.

	Switching from oral naltrexone for alcohol dependence: There are no systematically collected data that specifically address the switch from oral naltrexone to naltrexone injection. Pretreatment with oral naltrexone is not required before using naltrexone injection.

	Exclusion Criteria

	 FORMCHECKBOX 

Patients who require opioid medications for therapeutic reasons.
 FORMCHECKBOX 

Inadequate muscle mass.

 FORMCHECKBOX 

Current physiologic opioid dependence or withdrawal.

 FORMCHECKBOX 

Failed naloxone challenge or positive on urine drug screen for opioids, including methadone.

 FORMCHECKBOX 

Hypersensitivity to any components of injectable naltrexone formulation.


	Criteria for Discontinuation

	 FORMCHECKBOX 

Patient develops clinically important increase in liver transaminases (e.g., 3 times baseline or 5 times the upper limit of normal), hepatitis, or hepatic failure. Naltrexone (injection or oral) should generally not be reinstituted. 

	 FORMCHECKBOX 

Patient requires opioid therapy. Naltrexone injection may be reinstituted 7 or more days after discontinuation of opioid therapy.

	 FORMCHECKBOX 

Patient has NO beneficial response to intramuscular naltrexone within the first 3 consecutive months of therapy.

	If naltrexone injection must be discontinued, then the patient should be offered guideline-concordant drug therapy and other nondrug therapy for alcohol dependence. See the VA/DoD Clinical Practice Guideline on Substance Use Disorders at http://www.healthquality.va.gov  . 

	Although engagement in a management program that includes psychosocial therapy is an inclusion criterion for use, lack of engagement in such a program during therapy (e.g., in stable patients) should not be used as an exclusive criterion for discontinuation of naltrexone injection. 


	Dosing and Administration

	Refer to the Product Information on injectable naltrexone for complete instructions on preparation and administration, available at:  http://www.vivitrol.com/hcp/Default.aspx ..

Inject 380 mg intramuscularly into the upper outer quadrant of a gluteal muscle, alternating buttocks, every 4 weeks or once a month. 

	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.

	Prior to adding diluent to the vial of powdered drug, bring the drug to room temperature (about 45 minutes). The injection should be administered by a health care provider. Do not administer intravenously (i.v.)

	Patient Information

	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 used opioids, they may be more sensitive to lower doses of opioids after naltrexone treatment is discontinued.

	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. 
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