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Management of breakthrough pain in adult patients using opioid therapy for chronic cancer pain.
Breakthrough pain is a transient exacerbation of otherwise controlled chronic background pain.
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4.3 Contraindications

[-]

Patients being treated with medicinal products containing sodium oxybate.

4.4  Special warnings and precautions for use

[..]

Opioid Use Disorder (abuse and dependence)

Tolerance and physical and/or psychological dependence may develop upon repeated administration of
opioids such as fentanyl. latrogenic addiction following therapeutic use of opioids is known to occur.

Repeated use of Abstral may lead to Opioid Use Disorder (OUD). Abuse or intentional misuse of Abstral
may result in overdose and/or death. The risk of developing OUD s 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).

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

Sleep-related breathing disorders

Opioids can cause sleep-related breathing disorders including central sleep apnoea (CSA) and sleep-related
hypoxemia. Opioid use increases the risk of CSA in a dose-dependent fashion. In patients who present with
CSA, consider decreasing the total opioid dosage.

Risk from concomitant use of sedative medicines such as benzodiazepines or related drugs

Concomitant use of Abstral and sedative medicines such as benzodiazepines or related drugs may result in
sedation, respiratory depression, coma and death. Because of these risks, concomitant prescribing with these
sedative medicines should be reserved for patients for whom alternative treatment options are not possible.
If a decision is made to prescribe Abstral concomitantly with sedative medicines, the lowest effective dose
should be used, and the duration of treatment should be as short as possible.

The patients should be followed closely for signs and symptoms of respiratory depression and sedation. In
this respect, it is strongly recommended to inform patients and their caregivers to be aware of these
symptoms (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use of medicinal products containing sodium oxybate and fentanyl is contraindicated (see
section 4.3). Treatment with sodium oxybate should be discontinued before start of treatment with Abstral.

[...]

Concomitant use of other CNS depressants, such as other morphine derivatives (analgesics and antitussives),
general anaesthetics, skeletal muscle relaxants, sedative antidepressants, sedative H1 antihistamines,
barbiturates, anxiolytics (i.e., benzodiazepines), hypnotics, antipsychotics, clonidine and related substances
may produce increased CNS depressant effects, increased risk of sedation, respiratory depression,
hypotension, coma and death because of additive CNS depressant effect. The dose and duration of
concomitant use should be limited (see section 4.4). Respiratory-depression—hypetension—andprofound
sedation may occur.

4.7  Effects on ability to drive and use machines

[...]

This medicine can impair cognitive function and can affect a patient’s ability to drive safely. When
prescribing this medicine, patients should be told:

e The medicine is likely to affect your ability to drive

e Do not drive until you know how the medicine affects you

4.9 Overdose
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[...]

Cases of Cheyne Stokes respiration have been observed in case of fentanyl overdose, particularly in patients
with history of heart failure.
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