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Titration:

During initiation of treatment ane-titratien with BuTrans, short-acting supplemental
analgesics may be required (see section 4.5) as needed until analgesic efficacy with
BuTrans is attained.

The dose of BuTrans may be titrated upwards as indicated after 3 days, when the
maximum effect of a given dose is established. Subsequent dosage increases may then
be titrated based on the need for supplemental pain relief and the patient’s analgesic
response to the patch.

To increase the dose, a larger patch should replace the patch that is currently being
worn, or a combination of patches should be applied in different places to achieve the
desired dose. Itis recommended that no more than two patches are applied at the
same time, up to (and including) a maximum total dose of 40 microgram/hour BuTrans
fegardiessof the pateh-strength. A new patch should not be applied to the same skin
site for the subsequent 3-4 weeks (see section 5.2). Patients should be carefully and
regularly monitored to assess the optimum dose and duration of treatment.

4.2 Posology and
Method of
Administration

BuTrans should be used with particular caution in patients with eenvHsiveeisereers,
acute alcohol intoxication, head injury, shock, a reduced level of consciousness of
uncertain origin, intracranial lesions or increased intracranial pressure, or in patients
with severe hepatic impairment (see section 4.2).

Buprenorphine may lower the seizure threshold in patients with a history of seizure
disorder.

Significant respiratory depression has been associated with buprenorphine, particularly
by the intravenous route. A number of overdose deaths have occurred when addicts
have intravenously abused buprenorphine, usually with benzodiazepines
concomitantly. Additional overdose deaths due to ethanol and benzodiazepines in
combination with buprenorphine have been reported.

Since CYP3A4 inhibitors may increase concentrations of buprenorphine (see section
4.5), patients already treated with CYP3A4 inhibitors should have their dose of BuTrans
carefully titrated since a reduced dosage might be sufficient in these patients.
BuTrans is not recommended for analgesia in the immediate post-operative period or
in other situations characterised by a narrow therapeutic index or a rapidly varying
analgesic requirement.

Controlled human and animal studies indicate that buprenorphine has a lower
dependence liability than pure agonist analgesics. In humans limited euphorigenic
effects have been observed with buprenorphine. This may result in some abuse of the
product and caution should be exercised when prescribing to patients known to have,

4.4 Special
Warnings and
Precautions for
Use
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or suspected of having, a history of drug abuse or alcohol abuse or serious mental
illness.

As with all opioids, chronic use of buprenorphine can result in the development of
physical dependence. Withdrawal (abstinence syndrome), when it occurs, is generally
mild, begins after 2 days and may last up to 2 weeks. Withdrawal symptoms include
agitation, anxiety, nervousness, insomnia, hyperkinesia, tremor and gastrointestinal
disorders.

BuTrans should not be used at higher doses than recommended.

Pharmacodynamic interactions:

BuTrans should be used cautiously with:

Benzodiazepines: This combination can potentiate respiratory depression of central
origin, with risk of death in case of overdose (see section 4.4).

Other central nervous system depressants: 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.

At typical analgesic doses buprenorphine is described to function as a pure mu receptor
agonist Fhesedose i ableto-ergrea 3
BuTre 3 3 3 hes: In BuTrans clinical
studies subjects receiving full mu agonist opioids (up to 90 mg oral morphine or oral
morphine equivalents per day) were transferred to BuTrans. There were no reports of
abstinence syndrome or opioid withdrawal during conversion from entry opioid to BuTrans
(see section 4.4).

4.5 Interaction
with other
Medicinal
products....

Breastfeeding

Buprenorphine is excreted in human milk. Studies in rats have shown that buprenorphine
may inhibit lactation. Available pharmacodynamic/ toxicological data in animals has shown
excretion of buprenorphine in milk (see section 5.3). Bata-en-exeretion-inte-humanraitk
arerotavaitable: Therefore the use of BuTrans during lactation should be avoided.

4.6 Fertility,
pregnancy and
lactation

Patients who are affected, and experience side effects (e.g. dizziness drowsiness, blurred
vision) during treatment initiation or titration to a higher dose, should not drive or use
machines, for at least 24 hours after the patch has been removed.

4.7 Effects of
ability to drive
and use
machines

Nervous system disorders: not known (cannot be estimated from the available data) —
convulsions

Vascular disorders: rare — orthostatic hypotension

Respiratory, thoracic and mediastinal disorders: uncommon - kypexia

Musculoskeletal and connective tissue disorders: uncommon - fusele-eramp

General disorders: common — tiredness, paif;

4.5 Undesirable
effects
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