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Betreff: Fentanyl — hiltige Arzneispezialitaten — Anderungen der Fach- und
Gebrauchsinformationen aufgrund des HBD — PSUR Worksharing Projektes

Sehr geehrte Damen und Herren,
basierend auf der Evaluierung des PSURs im EU-HBD-worksharing Projekt (Verfahrensnummer:
NL/H/PSUR/0030/002) kommt es zu der Empfehlung, folgende Ergéanzungen in die Fach- und

Gebrauchsinformation aller Fentanyl — haltigen Arzneispezialitaten zur aufzunehmen.

Sollten diese bereits aufgenommen worden sein, betrachten Sie dieses Schreiben als
gegenstandslos.

e Amendments to the Product Information

) For fentanyl transdermal patches

Section 4.4

Patients who have experienced serious adverse events should be monitored for #p-te-at least 24 hours
after Buregeste-<tradename= removal, or more, as clinical symptoms dictate, stree_because serum
fentanyl concentrations decline gradually and are reduced by about 50% 17 (range 13-22) hours later.

Section 4.4
Serotonin Syndrome

Caution is advised when <TRADENAME= js coadministered with drugs that affect the serotonergic
neurotransmitter systems.

The development of a potentially life-threatening serotonin syndrome may occur with the concomitant use
of serotonergic drugs such as Selective Serotonin Re-uptake Inhibitors (SSRIs) and Serotonin
Norepinephrine Re-uptake Inhibitors (SNRIs), and with drugs which impair metabolism of serotonin
(including Monoamine Oxidase Inhibitors [MAOIs]). This may occur within the recommended dose.
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Serotonin syndrome may include mental-status changes (e.g., agitation, hallucinations, coma), autonomic
instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular abnormalities (e.g.,
hyperreflexia, incoordination, rigidity), and/or gastrointestinal symptoms (e.g., nausea, vomiting,
diarrhoea).

If serotonin syndrome is suspected, treatment with <TRADENAME= should be discontinued.

Section 4.4

Gastrointestinal Tract

Opioids increase the tone and decrease the propulsive contractions of the smooth muscle of the
gastrointestinal tract. The resultant prolongation in gastrointestinal transit time may be responsible for the
constipating effect of fentanyl. Patients should be advised to take measures to prevent constipation and
prophylactic laxative use may be considered in some situations. Extra caution should be used in patients
with chronic constipation. If paralytic ileus is present or suspected, treatment with <TRADENAME=> should
be stopped.

Section 4.5

Serotonergic Drugs

Coadministration of fentanyl with a serotonergic agent, such as a Selective Serotonin Re-uptake Inhibitor
(SSR1) or a Serotonin Norepinephrine Re-uptake Inhibitor (SNRI) or a Monoamine Oxidase Inhibitor
(MAOI), may increase the risk of serotonin syndrome, a potentially life-threatening condition.

Section 4.5

The concomitant use with CYP3A4 inducers (e.q. rifampicin, carbamazepine, phenobarbital, phenytoin)
could result in a decrease in fentanyl plasma concentrations and a decreased therapeutic effect. This may
require a dose adjustment of transdermal fentanyl. After stopping the treatment of a CYP3A4 inducer, the
effects of the inducer decline gradually and may result in a fentanyl plasma increase concentration which
could increase or prolong both the therapeutic and adverse effects, and may cause serious respiratory
depression. In this situation, careful monitoring and dose adjustment should be made if warranted.

0 For fentanyl solution for injection

Section 4.4
Caution is advised when <TRADENAME= js coadministered with drugs that affect the serotonergic
neurotransmitter systems.

The development of a potentially life-threatening serotonin syndrome may occur with the concomitant use
of serotonergic drugs such as Selective Serotonin Re-uptake Inhibitors (SSRIs) and Serotonin
Norepinephrine Re-uptake Inhibitors (SNRIs), and with drugs which impair metabolism of serotonin
(including Monoamine Oxidase Inhibitors [MAOIs]). This may occur within the recommended dose.

Serotonin syndrome may include mental-status changes (e.g., agitation, hallucinations, coma), autonomic
instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular abnormalities (e.g.,
hyperreflexia, incoordination, rigidity), and/or gastrointestinal symptoms (e.g., nausea, vomiting,
diarrhoea).

If serotonin syndrome is suspected, rapid discontinuation of <TRADENAME> should be considered.

Section 4.5
Serotonergic Drugs
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Coadministration of fentanyl with a serotonergic agent, such as a Selective Serotonin Re-uptake Inhibitor
(SSR1) or a Serotonin Norepinephrine Re-uptake Inhibitor (SNRI) or a Monoamine Oxidase Inhibitor
(MAOI), may increase the risk of serotonin syndrome, a potentially life-threatening condition.

Leaflet wording:
The package leaflet should be updated in line with the recommendations for the SmPC, as appropriate.

Oben angefiihrte Textabschnitte stellen eine Mindestanforderung dar, zusatzliche nationale
Hinweise in diesen Abschnitten sind zu belassen.
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