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Treatment of moderate to severe opioid responsive chronic pain conditions which are not
adequately responding to non-opioid analgesics.
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Treatment goals and Discontinuation:

Before initiating treatment with BuTrans, a treatment strategy including treatment duration and
treatment goals, and a plan for end of the treatment, should be agreed together with the patient,
in accordance with pain management guidelines. During treatment, there should be frequent
contact between the physician and the patient to evaluate the need for continued treatment,
consider discontinuation and to adjust dosages if needed. When a patient no longer requires
therapy with BuTrans, it may be advisable to taper the dose gradually to prevent symptoms of
withdrawal. In absence of adequate pain control, the possibility of hyperalgesia, tolerance and
progression of underlying disease should be considered (see section 4.4).

Special warnings and precautions for use

Tolerance and opioid use disorder (abuse and dependence)

Tolerance, physical and psychological dependence, and opioid use disorder (OUD) may develop
upon repeated administration of opioids such as BuTrans. Repeated use of BuTrans can lead to
OUD. A higher dose and longer duration of opioid treatment can increase the risk of developing
OUD. Abuse or intentional misuse of BuTrans may result in overdose and/or death. The risk of
developing OUD is increased in patients with a personal or a family history (parents or siblings) of
substance use disorders (including alcohol use disorder), in current tobacco users or in patients
with a personal history of other mental health disorders (e.g., major depression, anxiety and
personality disorders) .

Before initiating treatment with BuTrans and during the treatment, treatment goals and a
discontinuation plan should be agreed with the patient (see section 4.2). Before and during
treatment the patient should also be informed about the risks and signs of OUD. If these signs
occur, patients should be advised to contact their physician.

Patients will require monitoring for signs of drug-seeking behavior (e.g. too early requests for
refills). This includes the review of concomitant opioids and psycho-active drugs (like
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benzodiazepines). For patients with signs and symptoms of OUD, consultation with an addiction
specialist should be considered.

4.5. Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions:

BuTrans should be used cautiously with other central nervous system depressants such as other
opioid derivatives (analgesics and antitussives containing e.g., morphine, dextropropoxyphene,
codeine, dextromethorphan or noscapine), certain antidepressants, sedative H1- receptor
antagonists, alcohol, anxiolytics, neuroleptics, clonidine and related substances. These
combinations increase the CNS depressant activity.

The concomitant use of BuTrans with gabapentinoids (gabapentin and pregabalin) may result in
respiratory depression, hypotension, profound sedation, coma or death.

Concomitant administration of buprenorphine with anticholinergics or medications with
anticholinergic activity (e.g., tricyclic antidepressants, antihistamines, antipsychotics, muscle
relaxants, anti-Parkinson drugs) may results in increased anticholinergic adverse effects.

The concomitant use of opioids with sedative medicines such as benzodiazepines or related drugs
increases the risk of sedation, respiratory depression, coma and death because of additive CNS
depressant effect. The dose and duratlon of concomltant use should be limited Benzediazepines:Fhis
igin (see section 4.4 and BOX

4.8 Undesirable effects

*In some cases, late onset allergic contact dermatitis has occurred with marked signs of
inflammation. Mechanical injuries during patch removal (e.g., laceration) are also possible
in patients with fragile skin. Chronic inflammation may lead to long-lasting sequelae, such
as post inflammatory hyper- and hypopigmentation, as well as dry and thick scaly skin



lesions, which may closely resemble scars. In such cases treatment with BuTrans patches
should be terminated (see sections 4.3 and 4.4).

Drug dependence

Repeated use of BuTrans can lead to drug dependence, even at therapeutic doses. The
risk of drug dependence may vary depending on a patient's individual risk factors, dosage,
and duration of opioid treatment (see section 4.4).
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