
 

 
30 Churchill Place ● Canary Wharf ● London E14 5EU ● United Kingdom 

An agency of the European Union     
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 
Send a question via our website www.ema.europa.eu/contact 
 

 
© European Medicines Agency, 2016. Reproduction is authorised provided the source is acknowledged. 

 

21 July 2016 
EMA/641560/2016 
Committee for Medicinal Products for Human Use (CHMP) 

Assessment report 
 
Referral under Article 30 of Directive 2001/83/EC 

Durogesic and associated names 

INN of the active substance: fentanyl 

Procedure number: EMEA/H/A-30/1413 

Note: 

Assessment report as adopted by the CHMP and considered by the CHMP with all 
information of a commercially confidential nature deleted. 



 
 
Assessment report  
Art. 30 Durogesic 

 

EMA/641560/2016  Page 2/13 
 

Table of contents 

1. Background information .......................................................................... 3 

2. Scientific discussion ................................................................................ 3 
2.1. Introduction......................................................................................................... 3 
2.2. Critical Evaluation ................................................................................................ 4 
2.3. Risk Management Plan ........................................................................................ 12 

3. Recommendation ................................................................................... 12 

4. Grounds for Opinion .............................................................................. 13 

 



 
 
Assessment report  
Art. 30 Durogesic 

 

EMA/641560/2016  Page 3/13 
 

1.  Background information 

Durogesic and associated names was included in the list of products for summary of product 
characteristics (SmPC) harmonisation, drawn up by the CMDh, in accordance with Article 30(2) of 
Directive 2001/83/EC. 

Due to the divergent national decisions taken by Member States (MS) concerning the authorisation of 
the above-mentioned product, the European Commission therefore notified the CHMP/European 
Medicines Agency on 15 September 2015 of a referral under Article 30 of Directive 2001/83/EC for 
Durogesic and associated names, in order to resolve divergences amongst the nationally authorised 
product information and thus harmonise the product information across the EU. 

The scope of this procedure is limited to Durogesic transdermal patches. 

2.  Scientific discussion 

2.1.  Introduction 

Durogesic transdermal patch contains fentanyl, which is a potent, synthetic opioid analgesic belonging 
to the piperidine derivatives. Fentanyl is 75-100 times more potent than morphine. The analgesic 
action of fentanyl is thought to be mediated mainly through µ-opioid-receptors.  

The transdermal patches were developed as a non-invasive parenteral treatment option to avoid the 
first pass mechanism and to achieve a constant release and plasma levels. Fentanyl has high lipid 
solubility and potency, which make it suitable for transdermal administration. There are 5 different 
strengths of patch available: 12, 25, 50, 75 and 100 μg/h. The lowest available patch strength is 12.5 
μg/h, which is designated as 12μg/h to distinguish it from a 125μg/h dosage that could be prescribed 
by using multiple patches.   

Fentanyl has been marketed as an i.v. anaesthetic since the 1960s. Durogesic (fentanyl) transdermal 
patches are registered nationally in the following 24 European Economic Area (EEA) countries: Austria, 
Belgium, Croatia, Cyprus, Czech Republic, Denmark, Finland, France, Germany, Greece, Hungary, 
Iceland, Ireland, Italy, Luxembourg, Malta, Netherlands, Norway, Poland, Portugal, Slovenia, Spain, 
Sweden and United Kingdom.  

The most recently finalised European regulatory procedures are: a paediatric workshare procedure, 
which was finalised on 22 November 2009 and two Periodic Safety Update Report (PSUR) workshare 
procedures, which were finalised on 14 September 2010, on 23 June 2015. 

In addition there was a Pharmacovigilance Risk Assessment Committee (PRAC) recommendation on 
accidental exposure, to implement the strengthened wording in the Package Leaflet (PL) in April 2014. 

Due to the divergent national decisions taken by Member States concerning the authorisation of 
Durogesic and associated names, the European Commission (EC) notified the European Medicines 
Agency of an official referral under Article 30 of Directive 2001/83/EC in order to resolve divergences 
amongst the authorised SmPCs for the above-mentioned product, and thus to harmonise the summary 
of product characteristics (SmPCs) across the EU. 

A critical evaluation of the MAH’s proposed harmonised SmPC is discussed below.  
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2.2.  Critical Evaluation 

Section 4.1 – Therapeutic Indications 

The proposed ‘severe chronic pain’ is accepted in 9 Member States. The remaining 15 Member States 
contain variations in terminology of chronic pain/intractable pain. Pain is specified as “due to cancer” in 
the SmPCs for 9 Member States, but all of these SmPCs also include non-cancer chronic or intractable 
pain in the indication. 

According to the EMA Guideline on the Clinical Development of Medicinal Products Intended for the 
Treatment of Pain (EMA/CHMP/970057/2011, Corr. 11) and the WHO Guideline on Cancer Pain Relief, 
pain severity can be classified as mild, moderate and severe. Since the term “intractable pain” is not 
properly defined, it has been replaced by ‘severe’, which captures the term ‘intractable’. 

Durogesic was originally developed for use in chronic cancer pain and acute postoperative analgesia in 
the in-hospital setting. However, the acute pain indication was deleted in 1993, as the patch 
formulation does not provide an opportunity for dose titration during short-term use, and the resulting 
risk of serious or life threatening hypoventilation.  

The efficacy of Durogesic has been shown in six studies in adults with non-malignant pain, of which 
five were open-label and 3 did not have a comparator arm. The subjects (N=1667) included had 
chronic low back pain, osteoarthritis or rheumatoid arthritis or pain of unspecified origin. The studies 
varied between 28 days and 13 months.   

The use of fentanyl patches is well established as reflected by the large database, in both malignant 
and severe non-malignant pain conditions (eg.  in settings such as severe burning or post-traumatic 
injury). Therefore the MAH’s proposal to give a common broad indication wording, not explicitly 
differentiating between cancer and non-cancer pain, was endorsed by the CHMP. 

The specification that the pain requires opioid administration is included in the proposed harmonised 
SmPC and also in the SmPCs for 20 Member States. The expected timeline of treatment is restricted to 
continuous and long-term opioid treatment of severe chronic pain, in the proposed harmonised SmPC 
and also in the SmPCs for 8 Member States. The additional qualifier that the management of severe 
chronic pain requires long term continuous opioid administration alerts the prescribing physician 
against unreflective use of strong opioids, and underlines the anticipated chronic and long-term course 
of pain treatment with fentanyl patches. Efficacy has been shown to be sustained over time, as 
evidenced by 6 studies with a duration of treatment of at least 1 year (4 studies in adults and 2 studies 
in children).  

The final agreed wording for the indication in adults in section 4.1 of the SmPC can be found in Annex 
III of the CHMP opinion. 

Paediatric indication 

As outlined in the October 2007 Public Assessment Report regarding paediatric data, the long-term 
management of severe chronic pain in children from 2 years of age who are receiving opioid therapy is 
indicated in section 4.1 of the proposed harmonised SmPC, and also present in the majority of SmPC’s. 
The proposed wording has been developed to align the populations evaluated in clinical studies and to 
maintain alignment between the indications for both adult and paediatric patients. 

The final agreed wording for the indication in the paediatric population in section 4.1 of the SmPC can 
be found in Annex III of the CHMP opinion. 
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Section 4.2 – Posology and method of administration 

 Recommended dosages of Durogesic 

For safety reasons, addition of the text that the lowest effective dose should be used has been included 
this subsection.   

The information provided in section 4.2 is partly presented in up to three tables: 

Table 1 - Equianalgesic potency conversion 

Due to differences in the relative potency of various opioid analgesics, guidance is necessary regarding 
equianalgesic doses of various medications. A conversion table for equianalgesic oral morphine dose is 
present in the SmPCs for 23 Member States and was included in the SmPC at the time of initial product 
approval and has remained in the core labelling since that time, with two modifications.   

The equianalgesic potency conversion guidance provided in Table 1 of the initially proposed 
harmonised SmPC was based on one of several available published equianalgesic tables including Foley 
(1985)1 and McPherson (2010)2, and lists the i.m. doses of a number of opioid substances (based on 
single dose studies) and converts these into the respective oral doses.  

However the initially proposed Table 1 was simplified at the request of the CHMP, where the conversion 
factors from a drug to oral morphine are already provided, with the intention of reducing the risk of 
errors in conversion from other opioids to oral morphine, due to less calculation. 

The content of Table 1 was also updated during the current referral procedure, to reflect current 
medical practice. Equianalgesic dose conversion information has been included for tramadol, the 
intramuscular formulation of fentanyl, ketobemidone, tapentadol and buprenorphine, and the oral 
potency equivalence between morphine and oxycodone has also been adjusted.  

Table 2 - Recommended starting dosage of Durogesic based upon daily oral morphine dose for patients 
who have a need for opioid rotation or for clinically less stable patients 

Table 2 is designed for adult patients who have a need for rotation of, or conversion from, another 
opioid regimen (conversion ratio of oral morphine to transdermal fentanyl approximately equal to 
150:1). 

Table 2 of the proposed harmonised SmPC was developed based on an oral morphine to fentanyl TTS 
dosage conversion using a ratio of oral morphine-to-fentanyl TTS of 150:1, which has been the basis of 
recommended initial dosages for patients who have a need for opioid rotation or for clinically less 
stable patients, since the first approval of fentanyl TTS. The dose recommendation for the lowest 12.5 
µg /h dose level of Durogesic was introduced in Table 2 followed by the adaptation of the next higher 
dose. 

Table 3 - Recommended starting dosage of Durogesic based upon daily oral morphine dosage for 
patients on stable and well tolerated opioid therapy  

An alternative conversion Table from oral morphine to fentanyl transdermal therapeutic system (TTS), 
based on data from a clinical study of fentanyl TTS in subjects tolerant of stable regimens of sustained 
release (SR) morphine, was proposed in 1996 by Donner et al. (1996)3. In order to provide conversion 
data for SR morphine to fentanyl using a ratio of 100:1 in patients on previous stable and well-

                                                
1 Foley KM. The treatment of cancer pain. NEJM 1985; 313 (2): 84-95. 
2 McPherson ML. Introduction to opioid conversion calculations. In: Demystifying Opioid Conversion Calculations: A Guide 
for Effective Dosing. Bethesda, MD: American Society of Health-System Pharmacists; 2010:1-15. EDMS-ERI-120346519. 
3 Donner B, Zenz M, Tryba M, Strumpf M. (1996). Direct conversion from oral morphine to transdermal fentanyl: a 
multicenter study in patients with cancer pain. Pain. 1996; 64(3): 527-534. 
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tolerated opioid therapy, the MAH added Table 3 to the core labelling in 2009, and has therefore 
proposed its inclusion in the harmonised SmPC for Durogesic. 

Tables 1, 2 and 3 are only be used to convert from other opioids to Durogesic and not vice versa.  

Opioid-naïve patients 

The MAH has provided some supportive evidence from observational studies that transdermal fentanyl 
could be safely used in opioid-naïve patients with cancer-pain (Menten (2002)4, Kang (2015)5, 
Kömörcü (2007)6, Mercandante (2010)7 and Mystakidou (2002)8). 

Although clinical experience is limited with Durogesic in opioid-naïve patients and in general the 
transdermal route is not recommended in opioid-naïve patients, the MAH recognizes that in exceptional 
clinical circumstances, the 12 μg/h fentanyl patch could be considered, when commencing with oral 
opioids is not considered appropriate.  In such cases, the potential for life-threatening hypoventilation 
has been added as a warning.  

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Special populations 

Elderly or patients with renal or hepatic impairment should be closely observed and dose reductions 
made if necessary. In opioid-naïve elderly or patients with renal or hepatic impairment, there may be 
some instances in which the initiation of opioid treatment with a transdermal formulation is necessary 
and appropriate (e.g. in cases of difficulties swallowing). In these cases the benefits of such treatment 
should outweigh the risks (central nervous system depression and respiratory depression), and a 12 µg 
/h initial dosage should be used. 

Paediatric population 

The text proposed by the MAH for the paediatric posology is agreed; children aged 16 years and above 
follow adult dosage, and for children 2-16 years a table with recommended Durogesic dosages for 
paediatric patients based upon daily oral morphine dose has been provided. 

 Dose titration and maintenance therapy 

Because there are no pharmacokinetic (PK) data available to support the safety of replacing patches at 
48-hour intervals, the MAH does not recommend dosing intervals of less than 72 hours. Replacing the 
patch before 72 hours may result in increased serum concentrations of fentanyl, which could increase 
the risk for adverse events. The MAH has clarified that only at first application could a patch be 
replaced after 48 hours when analgesia is insufficient. In addition, early patch replacement is only 
advised in the rare case of a problem with patch adhesion. In such a case it is recommended that the 
patient should be monitored closely for increased serum concentrations. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

                                                
4 Menten J, Desmedt M, Lossignol D, Mullie A. Longitudinal follow-up of TTS-fentanyl use in patients with cancer-related 
pain: results of a compassionate-use study with special focus on elderly patients. Curr Med Res Opin. 2002;18(8):488-498. 
EDMS-ERI-119788632. 
5 Kang JH, Oh SY, Song SY, et al. The efficacy of low-dose transdermal fentanyl in opioid-naïve cancer patients with 
moderate-to-severe pain. Korean J Intern Med. 2015;30(1):88-95. EDMS-ERI-114946964. 
6 Kömürcü S, Turhal S, Altundağ K, et al. Safety and efficacy of transdermal fentanyl in patients with cancer pain: phase 
IV, Turkish oncology group trial. Eur J Cancer Care. 2007;16(1):67-73. EDMS-ERI-119788631. 
7 Mercadante S. Opioid titration in cancer pain: a critical review. Eur J Pain. 2007;11(8):823-830. EDMS-ERI-119788633. 
8 Mystakidou K, Befon S, Tsilika E, Dardoufas K, Georgaki S, Vlahos L. Use of TTS fentanyl as a single opioid for cancer pain 
relief: a safety and efficacy clinical trial in patients naive to mild or strong opioids. Oncology. 2002;62(1):9-16. EDMS-ERI-
114948492. 
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Section 4.3 – Contraindications 

The national SmPCs are generally consistent with the proposed harmonised SmPC, apart from the 
differences specified below: 

A contraindication regarding use in acute or postoperative pain has been included in the national 
SmPCs for all Member States except one. This text was moved from the Warnings and Precautions 
section to the Contraindications section because the MAH continued to receive post-marketing reports 
of off-label use of Durogesic for the management of acute pain or postoperative pain.  

The contraindication regarding respiratory depression (either acute, serious, severe, or significant) is 
not included in the SmPCs for 6 Member States. As part of the PSUR assessment procedures in the 
September 2010, it was agreed that “Severe respiratory depression”, which was considered to be the 
more clinically relevant contraindication, would be included in the harmonised SmPC. 

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 has been 
included as per the SmPC Guideline (2009). 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 4.4 – Special warnings and precautions for use 

 Opioid-naïve and Not Opioid-tolerant States 

A warning regarding use in opioid-naïve and not opioid-tolerant patients is included in the SmPCs in 24 
Member States. Following the analysis of the recent spontaneously reported cases received from 22 
April 2005 to 31 January 2016 involving patients who were reported to be opioid naïve or not opioid 
tolerant, the data showed that respiratory depression-related events were more frequently reported 
among patients with nonmalignant pain. Therefore due to this recent postmarketing assessment the 
MAH has agreed to clarify this subsection by adding “especially in non-cancer pain”, as proposed by 
the CMHP. 

As recommended by the CHMP, revised text has been included indicating that elderly patients or 
patients with renal or hepatic impairment could be at particular risk for serious or life-threatening 
hypoventilation when treatment with Durogesic is initiated in opioid-naïve patients. A statement 
regarding interindividual variation in the development of tolerance has also been included.  

 Fever/external heat application 

The pharmacokinetic data on the clinical pharmacology study conducted in healthy adult subjects has 
been moved to section 5.2 of the proposed harmonised SmPC. The PSUR worksharing text on fentanyl 
use during fever or external heat application has been adapted by the MAH. 

 Concomitant use with mixed opioid agonist/antagonist 

A warning regarding concomitant use with mixed opioid agonists/antagonists such as buprenorphine, 
nalbuphine or pentazocine, which has been aligned with the Commission decision following an 
Article 29 Referral for generic fentanyl patches has been included.  

 Interchangeability 

Regarding interchangeability, no general guidance has been provided in this section of the SmPC as 
local guidance should be followed on the distribution of fentanyl patches, which may differ between 
Member States. The CHMP maintains the view that in principle for all kind of products, independent of 
the formulation and the target population, patients should be counselled about notable changes in 
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appearances, and therefore cautionary statements on interchangeability have been deleted from this 
section. 

Other warnings included in section 4.4 are: chronic pulmonary disease, drug dependence and potential 
for abuse, central nervous system including increased intracranial pressure, cardiac disease, 
hypotension, hepatic impairment, renal impairment, respiratory depression, serotonin syndrome, 
accidental exposure by patch transfer, use in elderly patients, gastrointestinal tract, paediatric 
population, lactation, and patients with myasthenia gravis. A warning for renally impaired patients has 
been included that careful observation for signs of fentanyl toxicity is warranted (and the dose reduced 
if necessary) as fentanyl pharmacokinetics has not been evaluated in this patient population. Additional 
restrictions apply to opioid-naïve patients with renal impairment as mentioned in section 4.2. 

The text for the above mentioned warnings and precautions for use was agreed on in 2 PSUR 
worksharings except for the proposed text on monitoring patients with serious adverse events, 
fever/external heat application and CYP3A4 inhibitors. With regard to the interactions with CYP3A4 
inhibitors, although the concomitant use with Durogesic is not recommended, in cases where the 
benefits outweigh the increased risk of adverse effects, a washout period of 2 days before the first 
Durogesic patch is applied was considered to be sufficient in most cases. However a warning has been 
added that more time would be needed for CYP3A4 inhibitors with a long half-life (such as amiodarone) 
or CYP3A4 inhibitors with time-dependent or mechanism-based inhibition (such as erythromycin, 
nicardipine, idelalisib, ritonavir), and that the product information of the CYP3A4 inhibitor must be 
consulted for the half-life and duration of the inhibitory effect before applying the first Durogesic patch.  

As the Durogesic patch contains amounts of fentanyl that can be fatal to children, a warning to keep 
patches out of the sight and reach of children, both before and after use has also been included. 

In order to avoid text duplication, the warning concerning “Lactation” has been moved from section 4.4 
to section 4.6. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 4.5 – Interaction with other medicinal products and other forms of interaction 

The proposed pharmacodynamic-related interactions were endorsed in the PSUR worksharings in 2010 
and 2015. 

 Pharmacodynamic-related interactions 

Centrally-acting medicinal products and alcohol 

Special patient care and observation is recommended when the combination of opioids with other 
medicinal products, such as general anaesthetics, tranquilizers, alcohol, or sedative-hypnotics are 
taken as they may present a greater risk of respiratory depression. 

Monoamine Oxidase Inhibitors (MAOI) 

The proposed harmonised SmPC states that it is not recommended to use fentanyl in patients who are 
also taking an MAOI. The recommendation not to use Durogesic concomitantly with MAOI is based on 
class labelling of other potent opioid analgesics and is currently included in the SmPCs for all 24 
Member States. 

Serotonergic Drugs 
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The addition of the potential drug interaction between fentanyl and other serotonergic medicinal 
products, and the risk of serotonin syndrome, a potentially life threatening condition has been included 
in this section as well as in section 4.4. 

Concomitant Use of Mixed Opioid Agonists/Antagonists 

The inclusion of this subsection in the proposed harmonised SmPC is in accordance with the text 
agreed upon during the September 2010 PSUR Assessment Report.  

 Pharmacokinetic-related interactions 

CYP3A4 Inhibitors 

Taking into account the increased risk for fentanyl-related AEs, such as respiratory depression, the 
MAH’s view is that coadministration with all CYP3A4 inhibitors, regardless of whether a weak, 
moderate, or strong inhibitor, is not recommended. The MAH has included in the SmPC examples of 
drug interaction that may increase fentanyl concentrations such as: amiodarone, cimetidine, 
clarithromycin, diltiazem, erythromycin, fluconazole, itraconazole, ketoconazole, nefazodone, 
nelfinavir, ritonavir, troleandomycin, verapamil and voriconazole. The MAH’s proposal was considered 
to be acceptable by the CHMP. 

CYP3A4 inducers 

The text with respect to CYP3A4 inducers is in line with already accepted texts. 

Paediatric population 

Interaction studies have only been performed in adults. 
 
The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 4.6 – Fertility, pregnancy and lactation 

 Pregnancy 

The wording proposed by the MAH corresponds to the wording agreed for fentanyl-containing 
transdermal patches during two previous PSUR-WS procedures and is considered to be acceptable. 
Placental passage of fentanyl is known to occur in human pregnancies and the potential risk for 
humans is unknown. Therefore a cautionary statement that Durogesic should not be used during 
pregnancy unless clearly necessary has been included.  

 Lactation/breast-feeding 

The wording proposed by the MAH corresponds to the wording agreed for fentanyl-containing 
transdermal patches during two previous PSUR-WS procedures and is endorsed by the CHMP. 

 Fertility 

The wording for this subsection has been amended to ensure consistency across the different fentanyl-
containing medicinal products. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 4.7 – Effects on ability to drive and use machines 

Opioids have an influence on driving and the ability to use machinery because of the impairment of 
cognitive functions. The wording in this section has been amended according to the PSUR worksharing 
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(2010), that Durogesic that may impair mental and/or physical ability required for the performance of 
potentially hazardous tasks such as driving or operating machinery.  

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 4.8 – Undesirable effects 

The MAH has summarised the most commonly reported adverse reactions in this section based on the 
pooled safety data derived from 11 clinical trials with a total of 1854 participating adult and paediatric 
subjects. The description of the pooled clinical study safety data is included in the SmPCs for 21 
Member States.  

The proposed listing of most commonly reported adverse reactions from the pooled safety data was 
considered to be acceptable, with a minor amendment to improve the readability. 

The frequency category presentation in the proposed harmonised SmPC has been reformatted and 
aligned with the presentation used in the SmPC Guideline (2009) and the Core Safety Profile (CSP) for 
Durogesic. The frequency category definition has also been included.  

The table with adverse reactions from clinical trials and post-marketing data for both adult and 
paediatric subjects together, in line with the current table of adverse reactions in the CSP was 
proposed, and considered to be acceptable by the CHMP.  

Major differences between SmPCs regarding the assigned frequencies for following individual adverse 
reactions were discussed and resolved; anaphylactic shock, anaphylactic reaction, anaphylactoid 
reaction, and bradypnoea, insomnia, somnolence, frequency assigned to depressed level of 
consciousness, loss of consciousness, and vision blurred, skin disorder and dermatitis, pyrexia 
(assigned frequency is based on clinical trials including only non-cancer adult and paediatric subjects). 
The MAH’s proposal not to include the adverse reactions drowsiness and stomach pain, changed level 
of consciousness and epigastric complaints, discomfort and application site rash in the proposed table 
was accepted by the CHMP. These adverse reactions were covered by or related to other adverse 
reactions included in this section. 

The SmPCs for all 24 Member States include wording regarding tolerance and dependence, and opioid 
withdrawal symptoms, respectively. The proposed wording in the harmonised SmPC regarding 
tolerance and dependence, opioid withdrawal symptoms, and neonatal withdrawal syndrome follow 
exactly the wording included in the CSP and is considered to be acceptable. 

As the wording about the potential risk of serotonin syndrome has been included in sections 4.4 and 
4.5 of the harmonised SmPC, section 4.8 of the harmonised SmPC has also been updated with a 
statement that cases of serotonin syndrome have been reported when fentanyl-containing products are 
administered concomitantly with highly serotonergic medicinal products.  

The number of paediatric subjects included in the safety population (i.e. 289) refers to patients ≥ 2 
years of age and < 18 years of age, included in the 3 clinical studies in the management of chronic or 
continuous pain of malignant or non-malignant origin. The adverse reaction profile in adult and 
paediatric subjects is similar. As there were no striking differences in the safety profile between adult 
and paediatric subjects, the MAH’s decision not to include a separate table was considered to be 
acceptable. Any difference in the frequency of commonly reported adverse reactions is sufficiently 
reflected in the paragraph regarding the most common adverse reactions reported. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 
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Section 4.9 – Overdose 

The majority of the current national SmPCs contain the proposed wording with minor variations in 
wording. In all SmPC’s respiratory depression is identified as the most serious/severe effect or main 
symptom of fentanyl overdose. 

Overdose of an opioid such as fentanyl could lead to persistent hypotension due to peripheral 
vasodilation. Vasodilation is effectively reversed by naloxone. If hypotension persists after naloxone 
administration, standard medical care for hypovolemia, including fluid management is recommended to 
be considered. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 5.1 – Pharmacodynamic properties 

The results of all pharmacodynamic or efficacy studies conducted in paediatric patients has been 
included in this section and the number of paediatric patients has been brought in line with the other 
sections of the harmonised SmPC.  

Information related to studies in the post-operative pain indication in opioid naïve subjects has not 
been retained since this is not in the indication of Durogesic. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 5.2 – Pharmacokinetic properties 

 Absorption 

After the first application, serum fentanyl concentrations increase gradually, generally achieving a 
plateau between 12 and 24 hours and remaining relatively constant for the remainder of the 72-hour 
application period. Systemic fentanyl bioavailability was estimated to be 92%±33%, with no evidence 
of significant cutaneous metabolism or degradation by the skin’s bacterial flora.  

 Distribution 

Fentanyl accumulates in skeletal muscle and fat and is released slowly into blood. The protein binding 
is 95% in cancer patients albeit there is high variability in protein binding in this patient population 
(probably caused by different degree of alpha-1-acid glyco protein in the patients to which fentanyl is 
also bound).  

 Elimination 

Based on data from clinical PK studies conducted with the fentanyl matrix system which was applied 
for 72 hours, a mean half-life range of 20 to 27 hours was identified. The fentanyl half-life (t1/2) for 
transdermal systems is in general 2 to 3 times longer than after IV administration and is likely to be 
due to the slow release of the medicinal product from the skin depot into the circulation after the 
removal of the system.  

 Linearity/non-linearity 

Concentrations after application of the fentanyl matrix patch are dose proportional in the dose range of 
12 to 100 µg/h strengths. The pharmacokinetics of fentanyl does not change with repeated application. 

 Pharmacokinetic/Pharmacodynamic Relationships 

The general information in this section has been moved from 5.1 of the SmPC. 
 
 Special Populations 
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Paediatrics 
The population PK of fentanyl after transdermal administration in paediatric patients was characterised 
from the data of two Phase 3 studies. As a post-hoc analysis, predicted fentanyl steady-state 
concentrations and clearance values were calculated per age group. From these data, body weight-
adjusted clearance (l/h/kg) appears to be approximately 82% higher in children 2 to 5 years old (1.40 
l/h/kg) and 25% higher in children 6 to 10 years old (0.96 l/h/kg) when compared with children 11 to 
16 years old (0.77 l/h/kg) who are expected to have a similar clearance as adults.  

Elderly 
Data from IV studies with fentanyl suggest that elderly patients may have reduced clearance, a 
prolonged half-life, and they may be more sensitive to the medicinal product than younger patients. 
After a single application of Durogesic 100 μg/h, healthy elderly subjects aged 65 to 81 years had 
fentanyl pharmacokinetics that did not differ significantly from healthy young adults, although peak 
serum concentrations tended to be lower and mean half-life values were prolonged to approximately 
34 hours. 

Renal impairment 
As no clinical study data have been identified evaluating fentanyl pharmacokinetics in subjects with 
mild, moderate, or severe renal impairment caution is advised. The text regarding urinary excretion 
that is more relevant to the pharmacokinetic properties of Durogesic has been moved from section 4.4 
to 5.2 of the SmPC.  

Hepatic impairment 
With respect to the section on patients with hepatic impairment, additional information from the 
population PK analysis was included at the request of the CHMP, to provide the prescriber with valuable 
information on how much the fentanyl clearance decreases for patients with varies degrees of hepatic 
impairment (Child-Pugh Grade A, B and C).    

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Section 5.3 – Preclinical safety data 

The wording for this subsection has been amended in line with the available information to ensure 
consistency across the different fentanyl-containing medicinal products. 

The final agreed wording for this section of the SmPC can be found in Annex III of the CHMP opinion. 

Package Leaflet (PL) 

The PL has been harmonised taking into account all revisions of the SmPC that are relevant to the PL. 

2.3.  Risk Management Plan 

The CHMP did not require the MAH to submit a risk management plan. 

3.  Recommendation 

Based on the review of all available data the CHMP recommended the revision and harmonisation of 
the Product Information for Durogesic and associated names. The final agreed wording of the Product 
Information can be found in Annex III of the CHMP opinion. 
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4.  Grounds for Opinion 

Whereas 

• The committee considered the referral under Article 30 of Directive 2001/83/EC concerning the 
medicinal product Durogesic transdermal patches; 

• The committee considered the divergences identified in the notification for Durogesic and 
associated names, as well as the remaining sections of the SmPC, labelling and package 
leaflet. 

• The committee reviewed the totality of the data submitted by the MAH in support of the 
proposed harmonisation of the Product Information.  

• The committee agreed on a harmonised summary of product characteristic, labelling, package 
leaflet for Durogesic and associated names. 

the CHMP recommended the variation to the terms of the marketing authorisations for which the 
summary of product characteristics, labelling and package leaflets are set out in Annex III for 
Durogesic and associated names. 

The CHMP as a consequence, concluded that the benefit-risk balance of Durogesic and associated 
names remains favourable, subject to the agreed changes to the product information. 

 


	Table of contents
	1.   Background information
	2.  Scientific discussion
	2.1.  Introduction
	2.2.  Critical Evaluation
	Section 4.1 – Therapeutic Indications
	Section 4.2 – Posology and method of administration
	Section 4.3 – Contraindications
	Section 4.4 – Special warnings and precautions for use
	Section 4.5 – Interaction with other medicinal products and other forms of interaction
	Section 4.6 – Fertility, pregnancy and lactation
	Section 4.7 – Effects on ability to drive and use machines
	Section 4.8 – Undesirable effects
	Section 4.9 – Overdose
	Section 5.1 – Pharmacodynamic properties
	Section 5.2 – Pharmacokinetic properties
	Section 5.3 – Preclinical safety data

	2.3.  Risk Management Plan

	3.  Recommendation
	4.   Grounds for Opinion

