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ANNEX I 
 

LIST OF THE NAMES, PHARMACEUTICAL FORM, STRENGTHS OF THE MEDICINAL 
PRODUCTS, ROUTE OF ADMINISTRATION, APPLICANTS AND MARKETING 
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Member State 
 

Marketing 
Authorisation Holder 
 

Applicant (Invented) Name 
Strength 

Pharmaceutical 
Form 

Route of 
administration 

25 µg/h           
50 µg/h           
75 µg/h           

Austria   Teva Pharma B.V.                   
3640 AE Mijdrecht, 
Industrieweg 23, P.O. Box 
217                                          
The Netherlands                      

Fentanyl TEVA 
transdermales Pflaster 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h          

Belgium  TEVA Pharma Belgium N.V  
B-2610 Wilrijk; Laarstraat 
16,           Belgium                   

Fentanyl TEVA Pleister 
voor transdermaal gebruik 

100 µg/h 

Transdermal 
patch 

Transdermal use 

Fentanyl - TEVA  
25 µg/h            

25 µg/h           

Fentanyl - TEVA  
50 µg/h             

50 µg/h           

Fentanyl - TEVA  
75 µg/h                   

75 µg/h           

Czech Republic  
Teva Pharmaceuticals CR, 
s.r.o.      
Radlická 3185/1C  
Praha 5                                     
Czech Republic 
 Fentanyl - TEVA  

100 µg/h 
100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Denmark STADA Arzneimittel 
AG                           
Stadastrasse 2-18, 
 61118 Bad Vilbel 
Germany                           

 Matrigesic Depotplaster 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Estonia   Teva Pharmaceuticals Europe 
B.V. 
3641 RK Mijdrecht, 
Indrustrieweg 23 
The Netherlands 
 

Fentanyl - TEVA 
transdermalpatch 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           

Finland  TEVA Sweden AB 
PO Box 1070; 
251 10 Helsingborg, 

Fentanyl TEVA  

75 µg/h           

Transdermal 
patch 

Transdermal use 
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  Sweden   100 µg/h   
25 µg/h           
50 µg/h           
75 µg/h           

France  Société TEVA CLASSICS 
Immeuble Le Palatin 1;  
1, Cours du Triangle; 92936 
Paris La Défense Cedex, 
France   
                                                

Fentanyl TEVA dispositif 
transdermique 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Hungary  TEVA Magyarország Rt.        
Rákóczi út. 70- 72,                  
H-1074 Budapest 
Hungary       
               

Fentanyl – Teva tapasz 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Italy  TEVA Pharma Italia S.r.l.     
Via Giulio Richard, 7              
20143 Milan                            
Italy 
                                                

Fentanil Teva cerotti 
transdermici 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Latvia  Teva Pharmaceuticals Europe 
B.V.                                        
3641 RK Mijdrecht, 
Indrustrieweg 23                      
The Netherlands  
                                               

Fentanyl - TEVA 
transdermālie plāksteri 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Lithuania  Teva Pharmaceuticals Europe 
B.V. 
Industrieweg 23, 3641 RK 
Mijdrecht 
The Netherlands 

Fentanyl - TEVA  

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Luxembourg  TEVA Pharma Belgium N.V  
B-2610 Wilrijk; Laarstraat 
16, 
Belgium                                   

Fentanyl TEVA Dispositif 
transdermique 

100 µg/h 

Transdermal 
patch 

Transdermal use 
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Fentanyl 25 microgram/uur 
PCH, pleister voor 
transdermaal gebruik 

25 µg/h 

Fentanyl 50 microgram/uur 
PCH, pleister voor 
transdermaal gebruik 

50 µg/h  

Fentanyl 75 microgram/uur 
PCH, pleister voor 
transdermaal gebruik 

75 µg/h 

The Netherlands  STADA Arzneimittel AG       
Stadastrasse 2-18 
61118 Bad Vilbel 
Germany    

Fentanyl 100 
microgram/uur PCH, 
pleister voor transdermaal 
gebruik 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Norway  TEVA Sweden AB                  
PO Box 1070;                          
251 10 Helsingborg                 
Sweden     
                                               

Fentanyl TEVA 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           

50 µg/h           

75 µg/h           

Poland  TEVA 
PHARMACEUTICALS 
Polska Sp. Z.o.o.                     
Emilii Plater 53, 00-113 
Warsaw 
Poland 

Fentanyl TEVA system 
transdermalny 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           

Portugal  Teva Pharma - Produtos 
Farmaceuticos, Lda Lagoas 
Park, Edifício 1, Piso 3, 2740 

Fentanilo Teva 

75 µg/h           

Transdermal 
patch 

Transdermal use 
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  - 264 Porto Salvo 
Portugal      
                        
                 

 100 µg/h   

25 µg/h           
50 µg/h           
75 µg/h           

Slovak Republic  Teva Pharmaceuticals CR, 
s.r.o                                          
Drazni 7; 
627 00 Brno 
Czech Republic 
  

Fentanyl – TEVA 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Slovenia  Teva Pharmaceuticals Europe 
B.V. 
3641 RK Mijdrecht, 
Indrustrieweg 23 
The Netherlands 
 

Fentanil TEVA 
transdermalni obliž 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           

50 µg/h          

75 µg/h           

Spain  TEVA GENERICOS 
ESPAÑOLA, S.L. 
Guzman el Bueno; 133.           
Edif. Britannia 
28003 Madrid 
Spain 
 

Fentanilo TEVA parches 
transdermicos EFG 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           
50 µg/h           
75 µg/h           

Sweden   TEVA Sweden AB                  
PO Box 1070;                          
251 10 Helsingborg,                
Sweden  
                                                

Matrigesic transdermal 
patch 

100 µg/h 

Transdermal 
patch 

Transdermal use 

25 µg/h           

50 µg/h           

75 µg/h           

United Kingdom  TEVA UK Limited                  
Brampton Road; Hampden 
Park; Eastbourne; East 
Sussex                       BN22 
9AG                                         
United Kingdom                      

Fentanyl Transdermal Patch

100 µg/h 

Transdermal 
patch 

Transdermal use 
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SCIENTIFIC CONCLUSIONS 
 
OVERALL SUMMARY OF THE SCIENTIFIC EVALUATION OF MATRIGESIC AND 
ASSOCIATED NAMES (see Annex I) 
 
Fentanyl is a synthetic short acting strong analgesic of the opioid type. It has been used for more than 
a decade in clinical practice in the treatment of patients with severe chronic pain. Due to its high and 
selective affinity for the opioid receptors, fentanyl acts like morphine but with much higher potency. 
 
The Applicant/MAH has developed a formulation of fentanyl in a transdermal patch of the matrix 
type. The product was designed to be bio-equivalent with the originator product Durogesic 
transdermal patches manufactured by Janssen-Cilag. This reference product was first authorized in 
Germany in December 1994, and in Denmark in May 1996. 
 
The Applicant/MAH was asked to demonstrate bioequivalence between the test patch and the 
reference Durogesic patch. After careful evaluation of the clinical issues arising from this application, 
the CHMP concluded that as fentanyl is a potent opioid drug, indisputable demonstration of 
bioequivalence is required for generic products containing fentanyl.  
 
The Applicant/MAH provided justification for the exclusion of outlier values in their single dose 
study, during the oral explanation. There were divergent opinions with regards to whether the 
documentation provided by the Applicant/MAH had satisfied this requirement. It was debated whether 
the single-dose study conducted with the lowest strength (25µg/h) versus the reference reservoir patch 
established the bioequivalence of the test and reference products.  The exclusion of implausible 
plasma concentrations could not be accepted, as the criteria had been set retrospectively, and could 
bias the study conclusions. Some CHMP members shared the view that the statistically significant 
difference between the test and reference product conducted with the lowest strength did not constitute 
an objection. However, the majority of CHMP members concluded that a statistically significant 
difference in the PK behaviour of the test patch compared to the reference matrix patch was evident 
through all PK parameters, and that the Css min CI is not included in the acceptance range.  
 
With regards to the repeat dose study, the Applicant/MAH commented that the difference in peak-
trough fluctuations at the steady state with the lowest dose was only 14%, and that the test product was 
superior at controlling breakthrough pain, compared to the reference product. Additionally, the PK 
parameters for the test patch all lied within those for the reference product for the lowest dose. The 
CHMP considered that this issue was resolved for the lowest patch strength, but had not been 
adequately evaluated for the higher patch strengths. 
 
The Applicant/MAH was asked to justify the strategy and rationale of the development programme 
that had lead to the formulation of the test patch. After evaluation of the quality and safety issues 
regarding this application, the CHMP concluded that the discussion provided by the company to 
address the overall strategy and rationale of the development program was not sufficient. The 
development of the test patch represented a retrospective approach to confirm the suitability of the 
formulation, not an effort to develop a formulation that is suitable for the current standards of 
technical progress for fentanyl transdermal patches. Importantly, the CHMP did not agree with the 
benefit of using DEET in the proposed product. 
 
The CHMP concluded that the results of the placebo skin adhesion studies showed that increase of the 
patch size lead to a higher adhesion failure scores, and a potential under-dosing of the patient. This 
data confirms the general necessity to put early developmental efforts in producing patches of the 
appropriate size. Conclusions drawn from some of the studies were not admissible since the results 
were generated from different scientific sources and therefore suggest different clinical settings. The 
majority of CHMP members considered that the dermal tolerability data presented at the oral 
explanation did not support the claim that the test fentanyl patches are safe with regards to skin 
irritation potential. 
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The CHMP also considered that the Applicant/MAH’s response regarding the high loading of the test 
fentanyl patch and its benefit/risk balance was not convincing. The patch shows inferiority in all 
aspects relevant and pivotal for transdermal fentanyl therapy, comprising thermodynamic activity, 
release characteristics, patch area, and skin irritancy.  
 
The CHMP was concerned regarding the claimed lack of dermal events with DEET-containing 
products. Although the Applicant/MAH provided data that support the safety of DEET used as an 
insect repellent, the CHMP concluded that these data were insufficient to address the long term 
exposure of DEET under occlusive conditions. The CHMP further concluded that, although no 
systemic toxicity is awaited for the adult population when using the test patch, there could be a 
potential risk of seizures in the paediatric population. Therefore, the CHMP argued that the test 
product did not present a favourable safety profile in the paediatric population.  
 
Overall, during the oral explanation, the Applicant/MAH considered that the 25 microgram/h patch 
was approvable, but recognised concerns raised for the higher strength/patch sizes. Therefore, the 
Applicant/MAH proposed providing additional adhesion data on active patches in a clinical setting for 
the 50 and 75 microgram/h patch, and proposed the refusal of the granting of Marketing 
Authorisations for the 100 microgram/h patch with a suspension of the granted Marketing 
Authorisation, pending satisfactory adhesion data. 
 
However, the majority of CHMP members were of the opinion that the pharmaceutical development 
for the series of four strengths/patch sizes involved in this re-examination, provided a final product 
which presented key characteristics that are considered suboptimal, when considered in conjunction, 
for a product of this type. 
 
RE-EXAMINATION OF THE CHMP OPINION OF 15 NOVEMBER 2007 
 
At the November 2007 CHMP meeting, the CHMP adopted an opinion and concluded that the 
benefit/risk ratio of Matrigesic and associated names is considered unfavourable and therefore 
recommended the revocation of the granted Marketing Authorisation(s) and the refusal of the granting 
of the Marketing Authorisation(s). 
 
The CHMP stated the following grounds for refusal of the granting of the Marketing Authorisations 
and revocation of the granted Marketing Authorisation: 
 
- due to DEET, the test fentanyl patch shows inferiority in all aspects relevant and pivotal for 
transdermal fentanyl therapy, comprising thermodynamic activity, release characteristics, patch area, 
and skin irritancy. 
 
- the study provided, evaluating the skin irritation and adhesion of two patch sizes clearly shows that 
adhesion is reduced with increased patch size, and that skin irritation is augmented with increased 
patch size. 
 
- the single dose study conducted with the low dose of 25 micrograms/hour strength failed to 
demonstrate bioequivalence between the test fentanyl patch and the reference fentanyl patch. 
 
- the repeat-dose study showed significantly higher bioavailability of fentanyl with the 25 
microgram/hour strength test fentanyl patch, than with the reference fentanyl patch. 
 
The applicant submitted written notice requesting a re-examination on 30 November 2007 and the 
detailed grounds for the re-examination request were submitted on 21 January 2008. A meeting of the 
Quality Working Party was convened on 27 February 2008 in preparation of the CHMP meeting on 
17-19 March 2008. 
 
The applicant gave oral explanations at the CHMP meeting, on 18 March 2008. 
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RE-EXAMINATION: GROUNDS FOR REFUSAL AND REVOCATION 
 
 
The CHMP, after evaluating the grounds for Appeal dated 21 January 2008 and the Oral Explanation 
dated 18 March 2008, considers that Matrigesic, 25/50/75/100 microgram/hour transdermal patches 
are not approvable for the following outstanding reason: 
 
-  the pharmaceutical development of this product  has provided a final product which presents some 
characteristics that are considered  unsatisfactory, especially when considered in totality. 
 
These characteristics are: 
 
1. Choice of solvent, which does not facilitate the release of fentanyl. This leads to: 
 - A requirement for a sub-optimal overage in the amount of fentanyl. 
 - The need for a large patch size, considering that it is larger than reference products. 
 - Problems of adhesion and skin irritation. This reduction in adhesion of the larger strengths  

and size patches is unacceptable as this level of fentanyl is likely to result in an important 
loss of efficacy. 

 
2. In addition, the use of DEET in this product in the paediatric population has not been adequately 
justified from a safety point of view. 
 
3. The pharmaceutical development should aim to produce a final product of the right quality. In this 
particular case, the product failed to show adequate characteristics which are key requirements for a 
product of this type in order to guarantee its safety and efficacy, such as low residual active substance, 
adequate patch size, good skin tolerability and adhesion properties. 
 
When these factors are all considered together,  the CHMP retains its negative opinion and 
consequently recommends the revocation of the granted Marketing Authorisation(s) and the refusal of 
the granting of the Marketing Authorisation(s) for Matrigesic and associated names (see Annex I). 
 
 
CLARIFICATION ON THE GROUNDS FOR REFUSAL OF THE 25 MICROGRAMS/H 
STRENGTH AS REQUESTED BY THE EUROPEAN COMMISSION  
 
 
Following the letter from the European Commission dated 29 April 2008, requesting that the 
Committee clarify its motivation for recommending the refusal of the granting of the marketing 
authorisation and the revocation of the granted marketing authorisation for the 25 micrograms/h patch 
strength, the CHMP adopted a revised final opinion addressing this request. 

The clarification provided elaborates on the grounds for refusal, specifically of the 25 micrograms/h 
strength as it is understood that the grounds for refusal of the other strengths (50, 75 and 100 
micrograms/h) are clear. 
 
The majority of the CHMP members (22 out of 29) considered that the overall risk-benefit ratio for 
the 25 micrograms/h was negative and therefore that the product was not approvable. The reason 
behind this decision was that in comparison with the reference product there were additional risks 
associated with the formulation of the product, without potential benefits. This led to the adoption of 
the Grounds for Refusal and Revocation included in Annex II of the final CHMP Opinion. 
 
Specifically in relation to the 25 micrograms/h strength, these Grounds for Refusal and Revocation are 
further explained as follows: 
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Ground 1 
 
a) Choice of solvent, which does not facilitate the release of fentanyl. 
 
Justification: 
 
The presence of the solvent (DEET) in the formulation does not appear to provide an adequate benefit 
profile. DEET is a functional excipient and hence its presence in the formulation should be fully 
justified (specifically for this product, where other concerns with the use of DEET exist).The most 
important benefit that DEET should provide to the performance of the finished product is an adequate 
release ratio of Fentanyl from the patch. By release ratio we mean the ratio between the amount of 
drug substance delivered versus the total amount of active substance present in the patch. This 
characteristic is clearly lacking for this product.  
 
When trying to justify the adequacy of the release of Fentanyl from this product, the Applicant agues 
that if the release rate was not adequate, this would had been detected in the in vivo studies and that 
because all Bioequivalence concerns raised for the product have been resolved, the release rate is not a 
problem. However, we completely disagree with that as we believe that obtaining a product that is 
Bioequivalent to the Reference product at any cost is not acceptable when like in this case other 
fundamental aspects of the product have been sacrificed leading to a sub-optimal product.  
An adequate pharmaceutical development should have highlighted this fact, but instead, during the 
development of the product both the overload of Fentanyl and the patch size had to be significantly 
increased in order to achieve a release rate of Fentanyl similar to that of the Reference product. As a 
consequence, the final product has a significantly reduced release ratio of Fentanyl leading to the huge 
overload of Fentanyl and the problems with adhesion and lack of efficacy known for the product 
range. 

 
 
Although there are currently in the market other transdermal patches were drug / DEET ratio is similar 
to that found in the Applicant’s product, this can not be extrapolated to the product under 
consideration because of the specific characteristics of this active substance. Fentanyl is a very potent 
opioid (100 times more potent than Morphine) classified in the UK as Controlled Drug (Schedule 2) 
and with a high potential for abuse (by patients and drug addicts). All this differentiates Fentanyl from 
other drugs and makes the requirements for products containing this drug somehow different.  
 
The EMCDDA (European Monitoring Centre for Drugs and Drug Addictions) has raised with the 
EMEA the issue of epidemic abuse of Fentanyl (and derivatives), including from skin patches. Two 
scientific publications in relation to this matter are available in the public domain since 
February/March 2008. Also, the EMCDDA issued a report on Fentanyl-containing products in 2007 
which is available in its official website. The huge overage of Fentanyl in the proposed product is 
therefore considered to represent a real risk of misuse by drug abusers. 
 
Each drug product has to be assessed by its own merits, and in this case, this means that not because 
the drug/DEET ratio of another approved transdermal patch containing DEET as solvent is acceptable, 
we have to consider this to be valid for a transdermal patch containing Fentanyl. The consequences of 
a product with a huge overload of active substance will be very different if the active substance is 
Fentanyl (due to its potency and liability for drug abuse) than if it is, for instance, a hormone for 
replacement therapy (an example of a transdermal patch with similar drug/DEET ratio currently on the 
EU market). 
 
Given the specific characteristics of Fentanyl listed above, the difference in the requirements for the 
release ratio (and by extension for the solvent of the active substance selected) have to be different to 
other drugs in the market and consequentially the assessment of the overall risk benefit ratio of the 
product has taken all this into consideration. 
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This point is inherent to the formulation of the product and therefore it is applicable to all strengths 
including the 25 micrograms/h. 
 
 
b) Sub-optimal overage in the amount of fentanyl. 
 
Justification: 
 
One of the consequences of the poor pharmaceutical development of this product is an excessive 
overload of Fentanyl.  More than 80% of the Fentanyl remains in the patch after use, which is 
substantially more than for other marketed Fentanyl patch formulations. 
 
As the disposal of this type of product is not controlled in many EU countries, there is clear potential 
for individuals other than the patient to obtain the remaining Fentanyl, which can be extracted from 
the patch. Although some overload of Fentanyl is inevitable it is important that it should be kept to a 
minimum in order to minimise the potential for abuse.  
 
Although the drug content per patch for the Matrigesic 25 micrograms/h is within the range of other 
marketed Fentanyl patch products, the point here is not about the total amount of Fentanyl per patch, 
but the ratio of Fentanyl delivered versus the total amount of Fentanyl present on the patch. This is a 
measure of the efficiency of the formulation. 
 
An overage of drug substance is an inherent characteristic of this type of transdermal patches and the 
absolute amount of drug substance per patch will be proportional to the strength which at the same 
time (for this type of patches) is proportional to the patch size. Therefore, it is not considered adequate 
to compare the absolute amount of drug substance between different strengths and it is more 
appropriate to compare the ratios between the amount of drug substance delivered versus the total 
amount of active substance in the patch, or release ratio as a measure of delivery efficiency, as 
explained above. 
 
Therefore, although the total amount of Fentanyl in the higher strengths of other approved Fentanyl 
patches is greater this is justified by the fact that their release ratio of Fentanyl is also much higher 
than that of the Matrigesic products, making the necessary overload of Fentanyl in the patch more 
justified because the efficiency of the delivery is much better.  
 
The efficiency of a given drug delivery system has to be assessed on its own merits taking everything 
into consideration and specifically in this case, including the characteristics of the active substance. In 
this regards, the Committee considered what would constitute an unacceptable overage of Fentanyl. 
 
Because of the characteristics of the drug product, an overage of active substance will always be 
required in order to maintain a given release rate of the active substance to the patient. This fact is 
even accepted for drugs like Fentanyl where, as explained above, some control needs to be exercised. 
But, how much overload is required? – The answer is that it depends on the pharmaceutical 
development followed for the product. The combination of excipients (in this particular type of 
patches, mainly the adhesive matrix and the solvent) dictates the amount of active substance required 
to maintain a given release rate to the patient. The release rate required will be that that makes the 
product Bioequivalent to the Reference product.  
 
As explained above, the acceptability of the overload of active substance is based in efficiency and not 
in the absolute overload per patch, then it becomes apparent that a release ratio of less than 20% (more 
than 80% is left on the patch after use) provided by the Matrigesic patches is very difficult to accept 
for a transdermal patch containing Fentanyl as the active substance. 
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In order to put this into context, a graph was provided comparing the residual Fentanyl on the patch 
after use (3-day application) for the 25 micrograms/h strength in relation to currently approved 
Fentanyl patches (i.e. a patch with the lowest residual of fentanyl, the reference patch Durogesic 
SMAT, and a patch with the highest residual of fentanyl). 

 
From this graph, the amount of Fentanyl left on the Matrigesic patch after use was almost double than 
that of the highest generic Fentanyl patch approved in the EU to date and therefore in this case it is 
considered that the extra amount of Fentanyl posses an unnecessary risk to public health that could 
have been reduced to great extent (as demonstrated by other generic Fentanyl patches using the same 
product technology). 
 
As explained above, an overload of active substance will be necessary in all Fentanyl transdermal 
patches. However, the Applicant has failed to demonstrate that the necessary steps were followed 
during pharmaceutical development in light with current scientific knowledge in order to reduce the 
overload of Fentanyl to an acceptable minimum. 
 
The Applicant’s argument that other opioid-containing transdermal patches currently on the market 
(i.e: buprenorphine) have a lower release ratio than Matrigesic patches can not be accepted as the 
assessment of the suitability of the release ratio shown by a specific drug delivery system has to be 
performed on a case by case basis, as repeatedly explained in this report. In addition, in the particular 
case of these buprenorphine patches, the release ratio of all generic products is of the same order as 
that shown by the brand leader and therefore it is consider that these do not constitute an extra risk to 
public health. 

 
 
 

Ground 2 
 
2. In addition, the use of DEET in this product in the paediatric population has not been 
adequately justified from a safety point of view. 
 
Justification: 
 
Although the Applicant is not initially seeking a paediatric indication (as per letter dated 9th April 
2008 to the EC), in line with current practice, they could in the future apply for a variation to add this 
indication due to the fact that the reference product was recently approved for use in the paediatric 
population. This, as discussed below should never be allowed as the justification given by the 
Applicant in terms of the Safety of DEET in the paediatric population is not considered adequate. 
 
Moreover, the fact that the Reference Product has recently been approved for use in the paediatric 
population means that any generic product on the market could be prescribed and dispensed to 
children as generic prescription and dispensing is common practice in many of the Member States. 
The counter measure proposed by the Applicant (ie: delete the indication and add this as a 
contraindication on the SPC) is not considered robust enough in order to provide sufficient 
reassurance that this situation will not happen. 
 
The reasons on which the negative risk/benefit for the use of Matrigesic in the paediatric population 
due to the presence of DEET is based are as follows: 
 
The indication for the proposed product is for severe chronic pain and hence long term use is 
anticipated in some patients.  
 
The effects of long term exposure to DEET under occlusive conditions, in particular in the paediatric 
population, are unknown. Also, the possibility of synergistic toxicity between DEET and Fentanyl 
(both with known CNS actions) has not been addressed.  



13 

 
Importantly, in the California EPA report provided by the Applicant, there was evidence of increased 
sensitivity in infants and children in two neurotoxicity studies. Furthermore, in the last 30 years, there 
have been at least 12 reports of seizures in children after topical exposure to DEET. Moreover, dermal 
effects related to DEET could be expected. 
 
Although the concentration of DEET in certain other approved topical formulations (ie: insect 
repellent lotions) is higher, the applicability of the established positive risk-benefit of DEET in such 
products to a Fentanyl patch has not been demonstrated for the following reasons: 

 
• The conditions of absorption for a lotion (topical use) are different from that of a patch 

(transdermal use / occlusive conditions). The percentage of DEET absorbed per unit is expected to 
be higher under occlusive conditions. 

 
• The safety data for the lotion does not take into consideration any possible synergic toxicity due to 

the concomitant use of DEET and Fentanyl during long term exposure.  
 

• In insect repellent lotions DEET is the active substance and any risks are considered to be 
outweighed by the therapeutic benefits. In the proposed fentanyl patch product the DEET does not 
contribute to efficacy and hence its presence in the formulation instead of an alternative excipient 
with less pharmacological activity requires very clear justification. Other fentanyl patches have 
been successfully formulated following a more efficient pharmaceutical development that use 
alternative excipients with a more favourable risk/benefit ratio that provide a superior fentanyl 
release rate than that of the applicant’s product. This contradicts the company’s claim that the 
product could not be satisfactorily formulated without DEET.  

 
In conclusion, the used of DEET as a functional excipient has not been adequately justified.  
 
The fact that there are currently on the market other transdermal patches containing DEET is not 
relevant in this case as these other products are not approved for use in the paediatric population.  
 
Again, this point is inherent to the formulation of the product and therefore it is applicable to all 
strengths including the 25 micrograms/h. 
 
 
 
Ground 3 
 
3. The pharmaceutical development should aim to produce a final product of the right quality. 
In this particular case, the product failed to show adequate characteristics which are key 
requirements for a product of this type in order to guarantee its safety and efficacy, such as low 
residual active substance, adequate patch size, good skin tolerability and adhesion properties. 
 
Justification: 
 
It is important to remember that the concrete reason for the refusal of all dosage strengths is finally 
due to an insufficient pharmaceutical development of the product. This is a serious Quality concern 
that is product inherent and therefore related to all dosage strengths. 
 
The consequences of this lack of Quality have led to a sub-optimal product. Being Bioequivalent with 
the Reference product is not sufficient to obtain a positive risk/benefit for the product as it has been 
demonstrated in this instance. The means by which Bioequivalence is achieved are also key in the 
final the risk/benefit assessment, especially when Quality and Safety are affected as a consequence. 
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CONCLUSION 
 
The negative CHMP opinion for the 25 micrograms/h strength is based on the overall negative risk-
benefit ratio shown by this product on grounds related to Quality and Safety in relation to Quality.  

 
The CHMP, after evaluating the grounds for Appeal dated 21 January 2008 and the Oral Explanation 
dated 18 March 2008, considers that Matrigesic, 25/50/75/100 microgram/hour transdermal patches 
are not approvable for the following outstanding reason: 
 
-  the pharmaceutical development of this product  has provided a final product which presents some 
characteristics that are considered  unsatisfactory, especially when considered in totality. 
 
These characteristics are: 
 
1. Choice of solvent, which does not facilitate the release of fentanyl. This leads to: 
 
 - A requirement for a sub-optimal overage in the amount of fentanyl. 
 - The need for a large patch size, considering that it is larger than reference products. 
 - Problems of adhesion and skin irritation. This reduction in adhesion of the larger strengths  

and size patches is unacceptable as this level of fentanyl is likely to result in an important 
loss of efficacy. 

 
2. In addition, the use of DEET in this product in the paediatric population has not been adequately 
justified from a safety point of view. 
 
3. The pharmaceutical development should aim to produce a final product of the right quality. In this 
particular case, the product failed to show adequate characteristics which are key requirements for a 
product of this type in order to guarantee its safety and efficacy, such as low residual active substance, 
adequate patch size, good skin tolerability and adhesion properties. 
 
When these factors are all considered together,  the CHMP retains its negative opinion and 
consequently recommends the revocation of the granted Marketing Authorisation(s) and the refusal of 
the granting of the Marketing Authorisation(s) for Matrigesic and associated names (see Annex I). 
 
 
 
 
 
 
 
 
 


