
BUPRENORPHINE FORMULATIONS
Goal
To prepare the learner to select the formulation of buprenorphine that is best for each individual 
and provide relevant patient education when treating patients with opioid use disorder.

After completing this module, participants will be able to:
• Explain how buprenorphine works to patients including effects on craving physical 

dependence.

• Distinguish the clinical uses of the different forms of buprenorphine, including which can 
be used to initiate treatment and which offer extended release of the medication.

• Consider variations in dosage for the different forms of buprenorphine when establishing 
a patient’s dose. 

• Describe for patients other characteristics of the different formulations of buprenorphine 
that might affect their preference of which one to take. 

Professional Practice Gap
Providers need to understand the pharmacology of opioids and buprenorphine so they can safely 
and effectively treat their patients with opioid use disorder. TIP 401 devoted an entire chapter to 
the pharmacology of opioids and specifically buprenorphine, including its safety and effectiveness 
for the treatment of opioid use disorder, demonstrating the importance of this topic for providers 
planning to prescribe buprenorphine2. The FSMB Model Policy for DATA 2000 described specific 
requirements for prescriptions and that the provider educate the patient adequately3.
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CASE PRESENTATION
Mr. Samuels: Recommending Buprenorphine Treatment
Mr. Samuels is dependent on oxycodone that he started taking for a back injury
that’s now completely healed. He has returned to your office with withdrawal
symptoms. After assessing him to have opioid use disorder, you bring up the
possibility of buprenorphine treatment to address his physical dependence. 

Patient Interview
Provider: There is a medication, called buprenorphine, that will allow you to stop
taking oxycodone without experiencing the side effects. 

Mr. Samuels: How is that better than if I just keep taking oxycodone?

Provider: Buprenorphine is actually an opioid, too, but it only works partially like the opioid you are trying to quit. So, it
will prevent you from experiencing withdrawal symptoms even though you stop taking other opioids. It doesn’t have 
most of the negative effects of being addicted to opioids. 

Mr. Samuels: I sure would like to get to the point that I don’t need oxycodone. But would I need to keep 
increasing the dose to avoid withdrawal, like I did for oxycontin?

Provider: You wouldn’t need increasing doses. Most people stay on the same dose indefinitely. 

Mr. Samuels: Indefinitely? So I’d have to stay on it? Would I have withdrawal symptoms if I stopped?

Provider: Yes, you would experience withdrawal if you stopped it. Not as severe as with oxycodone, but significant. Most
people do better if they continue to take it. 
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FORMULATIONS
How Buprenorphine Is Supplied
Buprenorphine is manufactured in formulations containing only buprenorphine or combined with naloxone. The 
following formulations are available for treating opioid addiction:

• Buprenorphine/naloxone combination for treatment of opioid use disorder 

• Monotherapy buprenorphine for treatment of opioid use disorder, including long-acting subdermal 
implant and subcutaneous injectable forms 

Other formulations of buprenorphine are available for treating pain.

FSMB guidelines for buprenorphine treatment recommend that patients receive and understand the Medication 
Guide for the formulation of buprenorphine that they are prescribed3.

SAMHSA recommends basing the selection of a buprenorphine formulation for the individual patient on what is 
more cost-effective and most appropriate for them2.

Oral-via Sublingual Or Buccal
Buprenorphine/naloxone tablets or film are the formulations have been the most widely used to treat opioid use 
disorder. 

Patients dissolve it alongside naloxone sublingually or through the buccal mucosa, depending upon the product 
used. It is rapidly metabolized and has low bio-availability if swallowed, decreasing potential for diversion4.

Sublingual combination therapy films or tablets (using the former Suboxone® formula) produced a peak 
concentration of 82% of the solution after 7 days. Sublingual buprenorphine/naloxone serum concentrations are 
~3.37 ng/mL.5,6

Subdermal Implants
A buprenorphine subcutaneous implant is available for moderate to low dose maintenance (8 mg or lower). 

Subcutaneous Injection. 
A monthly injectable form is available for patients having been stabilized for at least 7 days on submucosal 
buprenorphine. Injectable buprenorphine concentrations for the 300 mg dose was 6.54 ng/mL, and for 100 mg it 
was 3.21 ng/mL7.

Monotherapy, Buprenorphine Without Naloxone 
"A reasonable and recommended alternative to methadone for pregnant women"37. Evidence for the use of 
combination buprenorphine-naloxone in pregnancy was considered "insufficient.” However, many pregnant 
women have been treated successfully with buprenorphine. Sublingual monotherapy tablets produce peak 
concentrations of 62% of the solution after 7 days8. 

The value of 62% vs. 82% above for the combination form suggests that naloxone increases the availability of 
buprenorphine in the body, which supports the use of combination buprenorphine/naloxone in office-based 
opioid treatment. The combination formulation is now used with nearly all patients, with few exceptions 
(pregnant patients and those with naloxone allergies).
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BUPRENORPHINE/NALOXONE COMBINATION 
Naloxone, an opioid antagonist, is added to reduce abuse by injection. It has little effect on the action and efficacy
of buprenorphine when taken as intended4. Injecting this buprenorphine formulation reduces effects and may 
precipitate acute withdrawal in dependent individuals9.

The combined buprenorphine/naloxone formulation is 4 parts buprenorphine and 1 part naloxone (a mu opioid 
antagonist)10.

Buprenorphine/naloxone is available in several forms (tablet, film). Formulations taken by mouth also vary by 
where they are placed in the mouth (sublingual vs. buccal), dosage (small differences), time to dissolve and be 
absorbed through oral mucosa, and flavor.

• The buprenorphine/naloxone combination is preferred over buprenorphine monotherapy when taken via 
the mouth in almost all situations (except pregnancy and lactation). 

The combination formulation has been the standard of care in the U.S. because, by containing naloxone, it is 
thought to be less likely to be abused11. However, much of this research involved IV heroin users and fewer 
people with prescription opioid use disorder, which is more prevalent today. The combination form is still abused.

• Available in brands sublingual Zubsolv® tablets, Suboxone® sublingual film, buccal Bunavail™, generics 

Abuse Deterrent
Decrease In Injection Misuse Potential
Both buprenorphine monotherapy and combination buprenorphine/naloxone are misused and diverted. 
However, the combination formulation is less often misused via injection than the monotherapy formulation12. 
Naloxone has excellent bio-availability when injected and blocks the euphoric and rewarding effects of 
buprenorphine when injected. However, naloxone has very poor bioavailability when taken sublingually or orally, 
so film and tablet formulas are still abused. Furthermore, naloxone's aversive effects last only about 20 to 30 
minutes, after which buprenorphine's reinforcing effects would be felt, and so the combination formulations are 
sometimes injected.

A survey of 543 opioid substitution clients in the New England area over an 8 year period12 found that:

• Reports of weekly or more injection of prescribed medication by combination film 
buprenorphine/naloxone clients were fewer than by monotherapy clients (3% vs. 11%, 95% CI). 

• Injecting buprenorphine/naloxone film and tablets were reported at similar rates, but the proportion of 
film doses injected was lower. 

• Among clients who were injection drug users, buprenorphine monotherapy injection levels were higher.

Consequences Of Injecting The Combination Film Or Tablet
Consequences of injecting the combination film or tablet vary depending on
the severity of the patient's physical dependence on opioids:

People Who Are:
• Dependent on illicit opioids or on most medically used opioid agonists are very likely to go into opioid 

withdrawal

• Maintained on buprenorphine/naloxone are unlikely to go into withdrawal. Buprenorphine has a very high
affinity for mu opioid receptors and is unlikely to be displaced by naloxone. However, the partial agonist 
effects of buprenorphine are attenuated by naloxone, which should decrease the desirability of injecting.
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• Not physically dependent on opioids will not be affected by naloxone, although the agonist effects of 
buprenorphine will be attenuated. This group is the most likely to abuse buprenorphine/naloxone 
combination tablets8. Presumably, this applies to the newer buprenorphine film formulation as well.

CAUTION TIPS
• Tell patients to call 911 for exposure to buprenorphine tablets or film in anyone who is opioid naive. 

Respiratory distress may develop later.

• The packaging for some formulations of buprenorphine may not include child safety measures. Patients 
can transfer their medication to containers with safety cap bottles. This issue may be a consideration for 
some patients.

Generic Tablets
The 4:1 combination of buprenorphine HCl with naloxone HCl dihydrate was the most widely used form for 
opioid addiction for many years11.

Tablets The generic combination buprenorphine/naloxone tablet is dissolved sublingually, as of March 2013.

• These tablets are available in 2 mg and 8 mg strengths. 

• Clinicians and patients have found that they can easily cut the tablets. With precision and care, a 2 mg 
tablet can yield 0.5 mg doses; the 8 mg tablet can be cut to yield 2 mg doses for precise dosing. 

• Target dosing: The usual maintenance doses in the U.S. for sublingual buprenorphine average 10-16 mg, 
but should be individualized. Need for doses over 24 mg should be documented since this approaches the
ceiling and diversion is an issue. 

Other Formulations
Buprenorphine/naloxone sublingual tablet (Zubsolv®) has several differences in comparison with other 
formulations of combination buprenorphine/naloxone, including that they dissolve more rapidly and have greater
bioavailability which requires lower doses. For example, a 5.7 mg tablet of this formulation is the equivalent to an 
8 mg tablet of Suboxone13. Consult the product information.

If a patient is induced on buprenorphine monotherapy, a slight shift to the equivalent dose in switching to other 
formulations may be needed. Consult product for conversion information.

We do not advocate any specific form of buprenorphine; the clinician should use their judgment based on the 
specific patient.
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COMBINATION FILM
Sublingual Film

• Suboxone® is a combination of buprenorphine and naloxone in the
form of a thin film. 

• The "film" is dissolved under the tongue and absorbed sublingually. 

• The film:

◦ Is between the size of a nickel and a quarter

◦ Comes in 2 mg, 4 mg, 8 mg, and 12 mg doses

◦ Should not be cut, according to the medication guide

Possible oral side effects associated with the film include: oral hypoesthesia, glossodynia, and oral mucosal 
erythema14.

Buccal Film
A buccal buprenorphine/naloxone combination film formulation,
(Bunavail™), is approved by the FDA15. It is described as providing
around twice the bioavailability of other available buprenorphine
combination formulations, which may allow for lower doses. For
example, a 4.2 mg film is equivalent to an 8 mg tablet of
Suboxone15. Product descriptions include a claim that fewer
patients experience the side effect of constipation.

Switching Between Tablets And Film
The sublingual film is clinically interchangeable with buprenorphine plus naloxone sublingual tablets. However, a 
slight adjustment in dosage may be needed by some patients. Patients being switched from a combination tablet 
to the film, which is also combination, do NOT have to undergo an induction to change formulations.

However, the newer sublingual tablet (Zubsolv®) and buccal film (Bunavail™)15 do require dosage changes. Product 
information should be consulted about switching to these formulations from other formulations.

Unique Diversion Of Sublingual Film
Buprenorphine, in the form of film or crushed tablets, has been smuggled into prisons. For example, it has been 
dissolved into children's artwork, placed under postage stamps, and painted on paper including pages in Bibles. 
Prisoners tear out the coated paper and chew it in order to absorb the buprenorphine16.
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EXPLAINING BUPRENORPHINE TO PATIENTS
Example Dialogue
Provider: The buprenorphine/naloxone formulation that your insurance covers is a thin
film that you place under your tongue. It needs to be absorbed directly through the lining
of your mouth, rather than your stomach, so it is important to let it slowly dissolve under
your tongue and try not to swallow.

Mr. Samuels: That's different. I just swallowed the opioids whole.

Provider: Yes, it is different. You will be physically dependent on buprenorphine, but you
will not experience the need for increasing doses as happened with opioids. I want to make sure you understand how it 
works because it will help you succeed in this treatment. What questions do you have so far?

Mr. Samuels: How long do I have to take it?

Provider: You will most likely need to take it a long time, possibly even indefinitely. You will be better able to live a 
normal life on a stable dose while taking it, instead of the disrupted life you experienced from opioid use disorder.

Mr. Samuels: Indefinitely? So there’s no way to get off it?

Provider: A small minority of people are able to taper off it after a while without returning to opioid use. Because of a 
high rate of relapse, I recommend it be done with a lot of long-term support. But that’s far down the road and we can 
talk about it more later if it looks like an option for you.

Mr. Samuels: Sounds good.

PRACTICE TIP
FSMB guidelines for buprenorphine treatment recommend that patients receive and understand the Medication 
Guide for the formulation of buprenorphine that they are prescribed3.
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BUPRENORPHINE MONOTHERAPY
Monotherapy Tablets
The buprenorphine monotherapy and buprenorphine/naloxone
formulations have nearly identical effects when used as directed. The
naloxone component is minimally active unless injected.
Recommendations for the clinical use of one are also valid for the
other unless specifically noted otherwise.

Almost all patients should be prescribed the buprenorphine/naloxone
combination if not being maintained on the implant or receiving
injections.

Use of the monotherapy tablets has been discouraged due to
concerns about abuse and diversion; however, combination tablets
are also diverted. Combination tablets should NOT by prescribed to patients who:

• Are pregnant 

• Have had an allergic reaction to naloxone (rare)11 

• Are being treated in supervised inpatient settings 

Patients who meet one of these requirements may be prescribed monotherapy tablets if:

• They have demonstrated that they can remain substance free 

• Have no evidence of buprenorphine diversion 

• Are stable psychosocially or if they are willing to take buprenorphine only under direct supervision 

If these conditions cannot be met, consider whether observed dosing 3 times per week would be sufficient. 
Otherwise, an alternative therapy, such as methadone maintenance, may be more appropriate.

Monotherapy, buprenorphine without naloxone is "a reasonable and recommended alternative to methadone a 
for pregnant women"17. Evidence for the use of combination buprenorphine/naloxone in pregnancy was 
considered "insufficient." Although there is not much research available, monotherapy is also sometimes used 
during lactation.

Note that the implant formulation which is for stable patients in the maintenance phase of treatment who are on 
moderate dose, is monotherapy.

Generic Buprenorphine Without Naloxone Abuse and Diversion vs. Decreased Cost
Although generic buprenorphine monotherapy may be less expensive than combination therapy, it appears to 
have a higher rate of abuse and diversion. Injecting buprenorphine monotherapy does not cause withdrawal in 
users dependent on illicit opioids, because there is no naloxone. A study looking at untreated injection users' 
abuse of buprenorphine alone in comparison to buprenorphine in combination with naloxone found that 
injection users had a strong preference for the monotherapy version (without naloxone)18. A large majority of 
these users indicated that injecting buprenorphine in combination with naloxone caused a "bad" experience19.

Additionally, RADARS® found that buprenorphine alone is abused at a much higher rate than the buprenorphine/
naloxone combination products and fetches a higher street price18.

Weigh the risks vs benefits when deciding which formulation to prescribe to each patient.
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Quiz: Buprenorphine/Naloxone
Which Of The Following Is True Of Buprenorphine/naloxone Combination Tablet Or Film? 
(Choose One)

1. Tolerance to combination buprenorphine/naloxone tablets or film develops as quickly as tolerance to full 
mu agonists. 

2. Withdrawal from combination buprenorphine/naloxone tablets or film is as intense as withdrawal from 
full mu agonists. 

3. Using combination buprenorphine/naloxone tablets or film does not cause a big "rush." 

4. Injecting or inhaling the tablet or film will not cause a high. 
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BUPRENORPHINE/NALOXONE QUIZ FEEDBACK
(1) Tolerance To Combination Buprenorphine/naloxone Tablets Or Film Develops As 
Quickly As Tolerance To Full Mu Agonists. 
Tolerance to buprenorphine is generally milder than for full mu agonists. 

(2) Withdrawal From Combination Buprenorphine/naloxone Tablets Or Film Is As Intense 
As Withdrawal From Full Mu Agonists. 
Withdrawal from combination buprenorphine/naloxone tablet or film is generally milder than for full mu 
agonists. 

(3) Using Combination Buprenorphine/naloxone Tablets Or Film Does Not Cause A Big 
"rush." 
Correct. Unlike heroin or methadone, combination buprenorphine/naloxone tablets or film does not cause a big 
rush; it is believed that this should reduce buprenorphine's abuse liability. 

(4) Injecting Or Inhaling The Tablet Or Film Will Not Cause A High. 
Users can get high (albeit mildly) by injecting or inhaling the combination tablet or film. The correct answer is that 
combination buprenorphine/naloxone tablets or film do not cause a big rush, unlike heroin or methadone. It is 
believed that this should reduce buprenorphine's abuse liability. 
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EXTENDED RELEASE IMPLANTS AND INJECTABLES
Advantages of extended-release buprenorphine of implants and injectables include10,20,21:

• Ensures long-term compliance with taking medication. 

• Provides steady-state levels of medication in the blood 

• Ensures a consistent dose, whereas absorption through oral mucosa is somewhat dependent on patient 
technique 

• Decreases loss of medication, theft, and diversion 

• Advantageous for patients who might have difficulty obtaining their buprenorphine, such as those who 
are incarcerated or travel extensively

• Advantageous for patients who cannot use transmucosal buprenorphine – for example, due to an oral 
mucosal condition or lack of dexterity

Disadvantages:

• These formulations cost more than transmucosal buprenorphine, especially the generic formulation. 
Some pharma companies have offered various help to defray costs initially. 

• Specific side effects for each formulation are discussed below. 

Buprenorphine Implants
Implants
A subdermal buprenorphine implant, Probuphine®, was
approved by the FDA in May, 201620. It releases a constant,
low dose of buprenorphine into the bloodstream "for 
maintenance treatment of opioid dependence."

Implants: Basic Clinical Information20:
• The implant only is appropriate for selected patients

and in the maintenance phase only: Stable patients
requiring 8 mg per day or less. Clinical trials were
in patients with ≥ 3 months of stability21.

• The implants consist of small, inch long, solid rods made of a combination of ethylene-vinyl acetate and 
buprenorphine. 

• Typically 4 implant rods are placed subdermally in a simple procedure by a physician, usually on the inside
of the upper arm. 

• Placed surgically only by a healthcare provider who has completed the Probuphine Risk Evaluation and 
Mitigation Strategy (REMS) live training and certification, which includes specific training to learn how to 
insert and remove the implant. 

• Monitoring includes the first week after implantation and no less than once monthly. 

• Each implant placement is effective for 6 months and then must be replaced. 

• For use as "part of a complete treatment program that includes counseling and psychosocial support"20.
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Implants: Efficacy And Safety Evidence For Implants
Efficacy and safety of implants have been demonstrated in several clinical trials including a 24-week, placebo-
controlled study with 163 patients reported in JAMA10. In a double-blind, double-dummy study, the implant met 
the primary endpoint of non-inferiority to sublingual buprenorphine; the responder rate was 96.4% vs. 87.6% 
(p=0.034), remaining free from illicit use of opioids was also superior (85.7% vs. 71.9%).21

One study of patients who were stable on an appropriately low dose of sublingual buprenorphine found that a 
group switched to the implant had a lower relapse rate than the randomized control group that continued on 
sublingual buprenorphine22. Over 6 months 85.7% in the active implant/sublingual placebo group and 71.9% in 
the control, active sublingual buprenorphine/placebo implant group maintained opioid abstinence (hazard ratio, 
13.8; 95% CI, 0.018-0.258; P =0.03).

Concerns regarding buprenorphine implants include:

• Some patients end up needing to supplement their dose from the implant with sublingual buprenorphine.
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BUPRENORPHINE INJECTABLE EXTENDED RELEASE
A subcutaneous injectable form of buprenorphine (Sublocade™) was approved by the FDA in late 2017 and 
became available for use in 2018. It is administered subcutaneously by a health care provider as a once-monthly 
injection in patients who have been stabilized at an effective dose for at least one week on trans-mucosal 
buprenorphine23. The injected medication forms a depot subcutaneously from which the medication is slowly 
released over time. Injection by patients is not approved and is, in fact, dangerous because of the risk of 
intravenous injection.

Advantages of injectable over implants:

• Are available in higher doses than is available via implants

• Do not require a surgical procedure

Disadvantage of injectable over implant: 

• Require monthly appointments

Patient Status Requirements
• Stabilized dose of a transmucosal buprenorphine for at least 7 days.24 

Dose
• 300 mg is injected one per month for the first 2 months.

• 100 mg are injected each month thereafter for maintenance; this may be increased to 300 mg for some 
patients not having enough therapeutic benefit from the lower dose.

• Everyone gets the same dose, whether they had been on 8 or 16 mg.

• Obtaining the dose: You may either prescribe it for the individual patient from a certified pharmacy or 
become REMS certified yourself and order a supply.

• Storage: store at 2-8 degrees Celsius (35.6-46.4 degrees Fahrenheit). May be stored in original package up 
to 7 days at room temperature prior to administration.

• Missed doses: Administer as soon as possible with the following dose no less than 26 days later25,26.

Injectable Side Effects
• Some patients have reported withdrawal in week 2 or 3 of a monthly injection.

• Some patients have reported feeling like they are on too much medication.

• A visible lump is present under the skin of the abdomen and it is larger earlier in the month. It has been 
compared to the size of a silver dollar.

Injectable Risk: 
Aside from the risks for any buprenorphine formulations:

• There is risk of an occlusion from an intravenous injection and therefore it should only be injected 
subcutaneously and by a qualified health professional.

• If there are adverse reactions requiring the medication be stopped before the end of the month, the 
depot must be surgically removed.

• Avoid use in patients with QT syndrome26.
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Reduced Risk Of Accidental Exposure And Diversion For Implants And Injections
The buprenorphine implant and the injectable formulations reduce risk of accidental exposure of others to the 
patient’s medication supply. It may also help reduce diversion of the medication for recreational purposes by 
reducing the supply of single doses available for theft.

Warning
The injectable formulation should only be injected by a qualified healthcare professional. Intravenous injection 
could result in serious harm23, as is discussed further under the detailed discussion of this formulation. 

Discussing Buprenorphine Formulations With Patient
Name: Mr. Lopez

Age: 50 years old

Reason For Visit: Mr. Lopez requests a buprenorphine prescription. He has been self-
medicating with buprenorphine to reduce his use of hydrocodone and oxycodone.

Patient History: No present pain, but he takes hydrocodone plus acetaminophen at 
least once daily, and has done so for five years. He is unable to stop taking them. 

Treatment History: About a year ago he was fed up and decided to stop taking hydrocodone. He tried 
methadone for just 2 weeks but could not make the daily clinic visit that was required and soon was back to using
up to 15 tablets of hydrocodone a day. He has tried generic buprenorphine sublingual tablets and found that they
worked for him. He’d now like a prescription.

Mr. Lopez: I really like that I don’t have to come to a clinic every day to get buprenorphine like they made me do
at the methadone clinic. You had to prove to them that you could take it on your own and I just didn’t have time
for that. But I’d rather not have to take something every day. 

Provider: Once you are stabilized on daily doses of either sublingual or buccal buprenorphine, we could switch you to a
once-monthly injection or an implant in your skin that lasts for months. I took some training which permits me to give 
the injections, so you could come here once a month to get it. 

Mr. Lopez: The injection sounds better than the implant. I don’t want something under my skin all the time. The 
injection sounds better. 

Provider: You should know that the injection does produce a small lump under the skin that slowly dissolves over time 
releasing the medication. 

Mr. Lopez: That sounds okay. Where does it go?

Provider: In the skin of your abdomen. 

Mr. Lopez: Oh. I’m not so sure about that. Can you go over all the formulations again? 
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BUPRENORPHINE FORMULATIONS COMPARISON
Products:
Suboxone® (Sublingual Film, Reckitt Benckiser)

• How Supplied (Buprenorphine / Naloxone mg)

◦ 2 mg bup./0.5 mg nal.

◦ 4 mg bup./1 mg nal.

◦ 8 mg bup./2 mg nal.

◦ 12 mg bup./3 mg nal.

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ Increments/decrements of 2 mg bup./0.5 mg nal. or 4 mg bup./1 mg nal. up to 8 mg bup./ 2 mg nal. 
day 1 (in divided doses at around 2 hour intervals)

◦ Day 2, administer up to 16 mg bup./4 mg nal. of sublingual film single daily dose.

• Recommended Target Dose for Maintenance

◦ Target Dose: 16 mg bup./4 mg nal. single daily dose 

◦ (Range: 4 mg bup./1 mg nal. to 24 mg bup./6 mg nal. per day)

• Instructions for Use

◦ Place film under the tongue, close to the base on the left or right side. Must be kept under tongue 
until completely dissolved.

Zubsolv® (Sublingual Tablet, Orexo)

• How Supplied (Buprenorphine / Naloxone mg)

◦ 1.4 mg bup./0.36 mg nal.

◦ 5.7 mg bup./1.4 mg nal.

◦ Dissolves more rapidly, menthol flavor, and smaller tablet.

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ Increments/decrements of 1.4 mg bup./0.36 mg nal. or 2.8 mg bup./0.72 mg nal.

• Recommended Target Dose for Maintenance

◦ Target Dose: 11.4 mg bup./2.8 mg nal. single daily dose 

◦ (Range: 2.8 mg bup./0.72 mg nal. to 17.1 mg bup./4.2 mg nal. per day)

◦ Conversion Information: One ZUBSOLV 5.7 mg bup./1.4 mg nal. sublingual tablet equivalent to one 
SUBOXONE 8 mg bup./2 mg nal. sublingual tablet

• Instructions for Use

◦ Tablet should be placed under the tongue until dissolved.

◦ Do not cut, chew, or swallow tablets.

Page 15 of 25
bup.clinicalencounters.com
© 2019 Clinical Tools, Inc.,  All Rights Reserved 

Buprenorphine Training Activity
 v5.0b [2019-04-01] 

https://bup.clinicalencounters.com/
https://www.clinicalencounters.com/
https://bup.clinicalencounters.com/


   Buprenorphine Formulations

Bunavail™ (Buccal Film, BioDelivery Sciences International)

• How Supplied (Buprenorphine / Naloxone mg)

◦ 2.1 mg bup./ 0.3 mg nal.

◦ 4.2 mg bup./ 0.7 mg nal.

◦ 6.3 mg bup./ 1 mg nal.

◦ Half a normal dose can achieve the same result as other products, due to twice the bioavailability .

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ Increments/decrements of 2.1 mg bup./0.3 mg nal.

• Recommended Target Dose for Maintenance

◦ Target Dose: 8.4 mg bup./1.4 mg nal. per day single daily dose 

◦ (Range: 2.1 mg bup./0.3 mg nal. to 12.6 mg bup./2.1 mg nal. per day).

◦ Conversion information: BUNAVAIL 4.2 mg bup./0.7 mg nal.
buccal film equivalent to a SUBOXONE 8 mg bup./2 mg nal. sublingual tablet

• Instructions for Use

◦ Wet the inside of the cheek. Hold the film with the text (BN2, BN4, or BN6) facing up and place that 
side with the text against the inside of the cheek. Press and hold the film in place for 5 seconds.

Generic Buprenorphine HCl & Naloxone HCl Dihydrate (Sublingual Tablets, Actavis Elizabeth LLC)

• How Supplied (Buprenorphine / Naloxone mg)

◦ 2 mg bup./0.5 mg nal.

◦ 8 mg bup./2 mg nal.

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ Increments/decrements of 2 mg bup./0.5 mg nal. or 4 mg bup./1 mg nal.

• Recommended Target Dose for Maintenance

◦ Target Dose: 16 mg bup./4 mg nal. single daily dose 

◦ (Range: 4 mg bup./1 mg nal. to 24 mg bup./6 mg nal. per day).

• Instructions for Use

◦ Tablet should be placed under the tongue until it is dissolved.

Buprenorphine Without Naloxone (HCI, Sublingual Tablet, Roxane Laboratories, Inc)

• How Supplied (Buprenorphine / Naloxone mg)

◦ 2 mg bup.

◦ 8 mg bup.

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ Increment/decrements of 2 mg or 4 mg bup.
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◦ Up to 8 mg bup. on Day 1 and 16 mg bup. on Day 2.

• Recommended Target Dose for Maintenance

◦ Target Dose: 16 mg bup. single daily dose 

◦ (Range: 4 mg bup. to 24 mg bup. per day).

• Instructions for Use

◦ Put the tablet(s) under your tongue. Let them dissolve completely. While the tablets are dissolving, do 
not chew or swallow the tablet. Talking while the tablet is dissolving can also affect absorption. 

Probuphine® (Subdermal Implant, Titan Pharmaceuticals, Braeburn Pharmaceuticals)

• How Supplied (Buprenorphine / Naloxone mg)

◦ One inch long rods containing buprenorphine

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ For use in patients already stable on a low to moderate dose of 8 mg buprenorphine or less per day. 
Placed surgically. Replaced at 6 months.

• Recommended Target Dose for Maintenance

◦ Target dose is 8 mg or less per day

• Instructions for Use

◦ Implant is typically placed inside the upper arm, under the skin, for 6 months. Requires specific REMS 
training and certification for the physician to insert and remove.

Sublocade™ (Injectable, Invidior)

• How Supplied (Buprenorphine / Naloxone mg)

◦ Comes pre-filled syringes with a 19 gauge 5/8-inch needle. In 100mg and 300 mg doses.  Prescribe for 
individual patient and have it sent from a certified pharmacy or become a REMS-certified clinic. Not 
dispensed to the patient. 

• Induction Dosage Increments (until opioid withdrawal signs and symptoms are suppressed)

◦ Not used for induction. For use after patient is stabilized for at least one week on transmucosal 
buprenorphine.

• Recommended Target Dose for Maintenance

◦ Target Dose: 300 mg monthly for two months, then 100 mg monthly but may be increased up to 300 
mg if needed. See product information for details. 

• Instructions for Use

◦ Once monthly subcutaneous injection by a qualified health care provider after dose stabilized at least 
one week on submocosal buprenorphine. Forms visible depot under the skin from which medication 
is slowly released over time. 
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BUPRENORPHINE FOR PAIN
The transdermal patch (Butrans®), injection (Buprenex®), and a newer buccal film (BELBUCA™) are the 
buprenorphine formulations that are FDA-approved for chronic pain control, but NOT opioid use disorder. A 
sublingual formula for pain is available in some other countries.

These formulations of buprenorphine are used to manage moderate to severe pain27–29. They are used for round-
the-clock, long-term pain management rather than as-needed. They are used when alternative pain management 
options, such as non-opioid analgesics or immediate-release opioids, are inadequate.

Conversely, use of buprenorphine formulations for treating opioid use disorder to treat pain is considered off-
label use. The formulation specifically for treating pain should be used to treat pain30.

Like the formulations for treating opioid addiction, the formulations of buprenorphine for treating pain 
have the potential for physical dependence, drug interactions, abuse, and diversion. See the specific 
product information of each formulation for details.
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KEY POINTS
• Patient education regarding buprenorphine should include an understanding that they will be physically 

dependent on it, should not stop taking it abruptly, and will probably need to take it for a long time 
(years). 

• Buprenorphine comes in a number of formulations that vary in route of delivery (absorption through the 
oral mucosa, implant, or injection) and, for oral delivery, rate of absorption.

• Selection of the best formulation for a patient is based on such factors as patient preference, cost and 
insurance coverage, availability at the pharmacy, dexterity, and ability to understand and follow 
instructions.
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SUMMARY OF BUPRENORPHINE FORMULATIONS
Buprenorphine/naloxone tablets or film are the formulations have been the most widely used to treat opioid use 
disorder. A buprenorphine subcutaneous implant is available for moderate to low dose maintenance (8 mg or 
lower). A monthly injectable form is available for patients having been stabilized for at least 7 days on submucosal
buprenorphine. Monotherapy, buprenorphine without naloxone is "a reasonable and recommended alternative 
to methadone for pregnant women"17. Evidence for the use of combination buprenorphine-naloxone in 
pregnancy was considered "insufficient.” However, many pregnant women have been treated successfully with 
buprenorphine. 

Abuse Potential 
• Buprenorphine has a risk for misuse, even in combination with naloxone.  

• Buprenorphine should be kept in a locked cabinet to avoid risk of accidental poisoning, especially of 
children. 

• Buprenorphine does have some addictive properties and is abused and so the precautions taken for any 
addictive substance to avoid abuse and diversion apply. 

• Implants and injectable formulations may result in less diversion.

Drugs Characteristics and Additional Comments
Buprenorphine/naloxone combination

• Preferred formulation for most patients

• Buprenorphine/naloxone combination is the formulation preferred for most patients to treat opioid use 
disorder.

Buprenorphine tablet (swallowed)

• Formulation not available

• A swallowed formulation of buprenorphine is NOT available. Instead, it is allowed to dissolve slowly in the 
mouth and absorbed through the oral mucosa or slow release versions are implanted or injected.

Naloxone

• Abuse deterrent

• Naloxone is combined with buprenorphine as an abuse deterrent.

Buprenorphine monotherapy

• Formulation used in pregnancy

• In pregnancy, buprenorphine monotherapy without naloxone is recommended.

Buccal film

• Greater bioavailability than original buprenorphine formulas

• The buccal film has greater bioavailability than the original formula and some of the other formulations, 
so typically, a lower dose may be needed. Dosages vary by formula and so product information needs to 
be consulted.

Buprenorphine implant

• Reduces diversion and accidental exposure
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• The buprenorphine implant is diversion resistant and reduces risk of accidental exposure.

Injectable buprenorphine

• Not used for induction

• Patients should be stabilized on submucosal buprenorphine for 7 days prior to being transferred to long-
acting injectable buprenorphine. 

Buprenorphine for Pain Control

• Patch

• Not to be used for the treatment of opioid addiction.

Page 21 of 25
bup.clinicalencounters.com
© 2019 Clinical Tools, Inc.,  All Rights Reserved 

Buprenorphine Training Activity
 v5.0b [2019-04-01] 

https://bup.clinicalencounters.com/
https://www.clinicalencounters.com/
https://bup.clinicalencounters.com/


   Buprenorphine Formulations

RESOURCES
Buprenorphine Product Formulations Comparison: Describes the different formulations of buprenorphine for 

treatment of opioid use disorder. Includes Brand Names, How Supplied, Dosage, Maintenance Target Dose, 
and Instructions for Use. 

Common Side Effects of Buprenorphine : Patient Handout 

Drug Interactions: Cytochrome P450 Drug Interaction Table: This table is designed as a hypothesis testing, 
teaching and reference tool for physicians and researchers interested in drug interactions that are the 
result of competition for, or effects on the human cytochrome P450 system. Clinicians and health care 
providers may find an abbreviated clinical table designed for practical use during prescribing more useful. 
The table contains lists of drugs metabolized at least in part via specific cytochrome P450 isoforms. It may 
not necessarily have large effects on the pharmacokinetics of the drug. 

Drug Interactions Between Methadone or Buprenorphine and other Medications: Table of drug Interactions 
between methadone or buprenorphine and other medications from a review by McCance-Katz, Sullivan, 
and Nallani (2010). 

Drug Interactions Checker: This website provides a "Drug Interactions Checker" that explains drug interactions.
Furthermore, the significance level of the drug interaction is classified as major, moderate, or minor drug 
interactions. You can also check for food/lifestyle and disease interactions. 

DSM 5 Criteria for Opioid Withdrawal: Lists the clinical criteria for opioid withdrawal. 

FDA approves first buprenorphine implant for treatment of opioid dependence: News release regarding 
buprenorphine implant for treatment of opioid use disorder. 

FDA approves first once-monthly buprenorphine injection, a medication-assisted treatment option for opioid 
use disorder: FDA news release announcing approval of once-monthly injection treatment for opioid use 
disorder, Sublocade. 

FDA approves the first non-opioid treatment for management of opioid withdrawal symptoms in adults: 

FDA Drug Safety Information for Providers and Patients: Buprenorphine tablets: Buprenorphine tablets are 
approved for the treatment of opiate dependence. Buprenorphine treats opiate addiction by preventing 
symptoms of withdrawal from heroin and other opiates. 

Medication Guide: Suboxone Sublingual Film (CIII): Patient information sheet on buprenorphine plus naloxone 
sublingual film 

Medication Guide: Sublocade Injection for subcutaneous use. 

Medication Guide: Probuphine implant.

Medication Guide: Zubsolv

Medication Guide: Bunavail

Medication Guides: Other Formulations

Monitoring of liver function tests and hepatitis in patients receiving buprenorphine/ naloxone: This web page 
provides brief recommendations for monitoring patients undergoing buprenorphine treatment using liver 
function tests, and the proper actions to take if a patient develops hepatitis. 
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Opioid Overdose Prevention Toolkit: Includes several resources: Facts for Community Members; Essentials for 
First Responders; Safety Advice for Patients; Information for Prescribers; and Resources for Overdose 
Survivors and Family Members 

PCSS-MAT Guidance: Clinically Relevant Drug Interactions of Buprenorphine or Methadone with Other 
Frequently Prescribed Drugs: Guideline document discussing interactions between buprenorphine and HIV 
medication. 

PCSS-MAT Guidance: Management of Psychiatric Medications in Patients Receiving Buprenorphine/ Naloxone: 
This document describes how to manage medications for co-occurring psychiatric disorders in a patient 
receiving buprenorphine. 

Side Effect Management : A table describing the management of side effects. 

Sublocade: Highlights of Prescribing Information

Suboxone Prescribing Information: This provides prescribing information for Suboxone sublingual film and 
includes information on indications, dosing, contraindications, adverse reactions, drug interactions and use 
in specific populations. 

Suboxone Prescription Guide: Medication guide for Suboxone 
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