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The PBM prepares abbreviated reviews to compile information relevant to making formulary decisions. [may also insert prn The manufacturer’s labeling should be consulted for detailed information when prescribing buprenorphine / naloxone sublingual film].  VA clinical experts may provide input on the content. Wider field review is not sought. Documents no longer current will be placed in the Archive section of the VA PBM INTRAnet. 

Introduction

Efficacy and safety of buprenorphine / naloxone in the maintenance therapy of patients with opioid dependence have been previously well established with the tablet formulation (see PBM Monograph on Buprenorphine / Naloxone Sublingual Tablets at www.pbm.va.gov ). Buprenorphine/Naloxone sublingual (SL) film (Suboxone®) is an alternative formulation approved by the FDA in August 2010 for the maintenance treatment of opioid dependence, with prescribing limitations set by the Drug Addiction Treatment Act.
The purposes of this monograph are to (1) evaluate the available evidence of clinical interchangeability, cost, and other pharmaceutical issues that would be relevant to evaluating buprenorphine / naloxone film for possible addition to the VA National Formulary. These are partly described in terms of the potential advantages, disadvantages, and neutralities of the film as compared with the tablet formulation.
Clinical Interchangeability

Buprenorphine / Naloxone SL film was shown in an unpublished, manufacturer-sponsored, multicenter, Phase II, open-label, randomized study (N = 194) to be clinically interchangeable with Suboxone SL tablets for the maintenance of patients with opioid dependence within a comprehensive medicopsychosocial treatment setting.
,

Dosing

The film is available in the same strengths as buprenorphine / naloxone SL tablets (2 mg / 0.5 mg and 8 mg / 2 mg) and is dosed in the same manner. When converting from the tablets to the film, the same corresponding doses can be used because the pharmacokinetic properties of the two formulations are comparable overall. Because of interindividual variation in pharmacokinetics and because the film did not meet all FDA criteria for bioequivalence to the SL tablets, some individuals may need dosage modification.  Patients being switched from the tablets to the film should be monitored for potential overmedication, and those being switched from film to tablets should be monitored for possible underdosage and withdrawal symptoms. 

Potential Advantages  

· Faster Dissolution. According to the manufacturer’s AMCP dossier, results of two unpublished pharmacokinetic crossover studies (N = 45 and 47) showed that the film dissolved faster than the tablets by a mean of 6 minutes (ranges of mean dissolution times across studies, 5–6 min vs. 7–12 min, respectively) for all evaluated doses (2 / 0.5 mg, 4 / 1 mg, 8 / 2 mg, and 12 / 3 mg). The manufacturer claims that the faster dissolution may help patients adhere better to the dosing procedure and make it more likely for the patient to obtain the full prescribed dose (because of a lower chance of swallowing undissolved dose). According to VA Substance Use Disorder (SUD) experts, the faster dissolution may reduce the time needed for clinic staff to monitor patients during induction. Cmax and AUC were slightly higher with the film than the tablet. Interestingly, the Tmax for buprenorphine was slightly longer with the film than the tablet by 0.05 h at the 2 / 0.5 mg dose and by 0.17 h at the 8 / 2 mg dose, despite faster dissolution.

· Compact, Child-resistant Packaging. Each dose of the film is packaged in a single unit-dose, child-resistant foil pouch. This may reduce the risk of unintentional pediatric exposure. Patients may find the compact packaging easier for traveling.

· Difficult to Pulverize. The potential for abuse and misuse by snorting may be reduced because the film is difficult to crush into a powder. 

· Unique Coding. Each unit-dose pouch is marked with a unique 10-digit code that can facilitate medication counts and discourage diversion.

· Better Taste. According to a manufacturer survey, 71% of patients who tried the film rated the taste as neutral or better than the tablets on a 10-point scale, and this may improve patient adherence to treatment.

· Risk Evaluation and Mitigation Strategies (REMS; not applicable to Opioid Treatment Programs). The film, and not the tablet, has a REMS program that aims to mitigate the risks of accidental overdose, misuse and abuse and to inform patients of the serious risks associated with Suboxone film. The REMS elements consist of a medication guide, elements to assure safe use (safe use conditions, monitoring, and implementation system).

· Here to Help® Program. The film is associated with an online program intended to reinforce the patient’s participation in medication-assisted treatment for opioid dependence. 

· Market Lifespan. Suboxone tablets will be discontinued by the manufacturer in about one year presumably because they are off patent and monodrug generics are available (but not at lower prices than Subutex. 

· Cuttability. The film can be cut into smaller dosage units for easier dosage titration, whereas the tablets are not scored and may crumble when cut. There is potential cost savings associated with cutting the film (e.g., one-half of 8-mg / 2-mg film [$1.54] would be 44.5% of the cost of two 2-mg / 0.5 mg tablets [$3.46] of buprenorphine / naloxone).
Potential Disadvantages
· Approved only for maintenance therapy; the tablets are approved for treatment (induction and maintenance therapy) of opioid dependence. A small published study showed that buprenorphine (16 mg, N = 18) and buprenorphine / naloxone (16 / 4 mg, N = 16) film suppressed spontaneous withdrawal as indicated by significantly decreased Clinical Opiate Withdrawal Scale (COWS) scores after 5 days of induction treatment in opioid-dependent volunteers.
 The product information states that the film should be used in patients who have been initially inducted using buprenorphine sublingual tablets
 (however, guidelines recommend using the combination product for induction unless the patient has a naloxone hypersensitivity or is pregnant.) Although there is a paucity of evidence to support the use of the film for induction, the film is pharmacokinetically and pharmacodynamically similar to the tablets and would be expected to be clinically similar to the tablets for induction therapy.

· Not available as a monodrug product (Subutex®), the preferred formulation for patients with naloxone hypersensitivity and pregnant women

· VA providers have anecdotally said that addicts prefer the film because it can be cut into smaller portions.
Neutralities  

· Cost. The film is priced the same as the tablets. Low2000 VA PPU:  $1.73 for 2 / 0.5 mg and $3.244 for 8 / 2 mg tablets and film. McKesson PPU:  $1.64 and $3.08, respectively. See Cuttability under Advantages for explanation of potential cost savings from cutting the film.
· Safety:  The adverse event profile of the film is similar to that of the tablets. 
Conclusions
Buprenorphine / naloxone sublingual film is a line extension of the tablet formulation and is currently FDA-approved for the maintenance therapy of opioid dependence. Clinical interchangeability of the tablet to the film at the same doses was shown in an unpublished open-label study. When switching from the tablet to the film, or vice versa, some patients may require re-titration of the dose because of interpatient variability in bioavailability. There are potential advantages with the film to both the patient and the VA, most notably faster dissolution time and ability to cut the film into smaller dosage sizes.
Sources of information on buprenorphine SL film were limited to the manufacturerer’s AMCP Dossier, the Product Information, and a single, small, published study in patients being inducted on buprenorphine for opioid dependence (induction therapy is currently an off-label use for the film formulation). FDA Medical Reviews were not available. 
Prepared April 2011. Contact person: Francine Goodman, PharmD, BCPS, Clinical Pharmacy Specialist.
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