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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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WARNINGS:

RISKOFLIFE-THREATENING RESPIRATORY DEPRESSION;; ACCIDENTAL INGESTION; RISK
FROM CYTOCHROME P450 3A4 INTERACTION; RISKS FROM CONCOMITANT USE WITH
BENZODIAZEPINES OR OTHER CNS DEPRESSANTS; RISK OF MEDICATION ERRORS;;
ADDICTION, ABUSE, AND MISUSE; POFENTHALand NEONATAL OPIOID WITHDRAWAL
SYNDROME

Life-Threatening Respiratory Depression

Serious, life-threatening and/or fatal respiratory depression has occurred in patients treated with ABSTRAL
immediate-release-transmuecesal-feprtanyl-including following use in opioid non-tolerant patients and improper
dosing. Monitor for respiratory depression, especially during initiation of ABSTRAL or following a dose
increase. The substitution of ABSTRAL for any other fentanyl product may result in fatal overdose [See
Special warnings and precautions for use (4.4)].

Due to the risk of respiratory depression, ABSTRAL is contraindicated in the management of acute or
postoperative pain including headache/migraine and in opioid non-tolerant patients. [See“Centraindications™
“4=3)

Accidental Ingestion

Accidental ingestion of even one dose of ABSTRAL, especially by children, can result in a fatal overdose of
fentanyl.
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Death has been reported in children who have accidentally ingested transmucosal immediate-release fentanyl
products. ABSTRAL must be kept out of reach of children. [See “Special warnings and precautions for use

(4.4)].

Cytochrome P450 3A4 Interaction

The concomitant use of ABSTRAL with all cytochrome P450 3A4 S¥P3A4-inhibitors may result in an increase
in fentanyl plasma concentrations, which could increase or prolong adverse reactions and may cause
potentially fatal respiratory depression. In addition, discontinuation of a concomitantly used cytochrome P450
3A4 inducer may result in an increase in fentanyl plasma concentration. Monitor patients receiving ABSTRAL
and any CYP3A4 inhibitor or inducer [See “Interaction with other medicinal products and other forms of
interaction™ (4.5)].

Risks from Concomitant Use with Benzodiazepines or Other CNS Depressants

Concomitant use of opioids with benzodiazepines or other central nervous system (CNS) depressants, including
alcohol, may result in profound sedation, respiratory depression, coma, and death [See Interaction with other
medicinal products and other forms of interaction (4.5)].

- Reserve concomitant prescribing of ABSTRAL and benzodiazepines or other CNS depressants for use in
patients for whom alternative treatment options are inadequate.

- Limit dosages and durations to the minimum required.

- Follow patients for signs and symptoms of respiratory depression and sedation.

Risk of Medication Errors

Substantial differences exist in the pharmacokinetic profile of ABSTRAL compared to other fentanyl products
that result in clinically important differences in the extent of absorption of fentanyl and that could result in
fatal overdose [See Posology and method of administration (4.2)].

- When prescrlblng do not convert patlents on ameg per mcg ba5|s from any other fentanyl products to
ABSTRAL.
- When dispensing, do not substltute an ABSTRAL prescrlptlon for other fentanyl products.

Addiction, Abuse, and Misuse- POTENTIAL

ABSTRAL exposes patients and other users to the risks of opioid addiction, abuse, and misuse, which can lead
to overdose and death. Assess each patient’s risk prior to prescribing ABSTRAL, and monitor all patients
reqularly for the development of these behawors and condltlons [See SpeC|aI Warnlnqs and precautlons for use

Neonatal Opioid Withdrawal Syndrome

Prolonged use of ABSTRAL during pregnancy can result in neonatal opioid withdrawal syndrome, which may
be life-threatening if not recognized and treated, and requires management according to protocols developed
by neonatology experts. If opioid use is required for a prolonged period in a pregnant woman, advise the
patient of the risk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be
available [See Fertility, pregnancy and lactation (4.6)].

[

4.5 Interaction with other medicinal products and other forms of interaction

Fentanyl is metabolised by CYP3A4. Active substances that inhibit CYP3A4 activity such as macrolide
antibiotics (e.g. erythromycin), azole antifungal agents (e.g. ketoconazole, itraconazole) or certain protease
inhibitors (e.g. ritonavir) may increase the bioavailability of fentanyl by decreasing its systemic clearance,
potentially enhancing or prolonging opioid effects. Grapefruit juice is also known to inhibit CYP3A4.
Coadministration with agents that induce CYP3A4 activity such as antimycobacterials (e.q. rifampin,
rifabutin), anticonvulsants (e.g. carbamazepine, phenytoin, and phenobarbital), herbal products (e.g. St
John’s wort, Hypericum perforatum) may reduce the efficacy of fentanyl. CYP3A4 inducers exert their
effect in a time-dependent manner, and may take at least 2 weeks to reach maximal effect after introduction.
Conversely, on discontinuation, CYP3A4 induction may take at least 2 weeks to decline. Patients receiving
fentanyl who stop therapy with, or decrease the dose of CYP3A4 inducers may be at risk of increased
fentanyl activity or toxicity. Fentanyl should therefore be given to patients with caution if administered
concomitantly with CYP3A4 inhibitors_and/or inducers.

[..]
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