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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

29.06.2015
Submission of comments on 'Opinion of the Paediatric Committee on the review of the list of class waivers’ – EMA/PDCO/630781/2012
Comments from: the European Federation of Pharmaceutical Industries and Associations (EFPIA)
	Name of organisation or individual

	EFPIA – Tiia Metiäinen (tiia.metiainen@efpia.eu)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	Overall, EFPIA believe this updated opinion on the review of the list of class waivers has been robustly executed.  We do however have some outstanding questions regarding implementation and applicability to agreed class waivers in Section 1 and some concerns relating to most of the proposed revoked waivers in Section 2. 


	

	
	The comments are based on the draft document Opinion of the Paediatric Committee on the review of the

list of class waivers (EMA/PDCO/630781/2012) and presentation from EMA (http://www.ema.europa.eu/docs/en_GB/document_library/Presentation/2015/05/WC500187165.pdf) 


	

	
	EFPIA understands that, according to Article 14(3) of the Paediatric Regulation 1901/2006, if a class waiver is revoked, there is no obligation for a sponsor to request a new PIP or product-specific waiver, or to revise an existing PIP, if a relevant MA application (i.e. for a new product, or for a new indication, new pharmaceutical form or new route of administration for patent-protected products) is submitted within 36 months from the publication of the EMA Decision on the revised list of class waivers.  EFPIA notes that the EMA proposes to revoke some class waivers, and to revise others.  As the revision and revocation of class waivers will have the same impact on products no longer covered by the updated list of waivers (i.e. PIPs or product-specific waivers may need to be requested), we request that the EMA confirm that the 36 months “grace period” described in Article 14(3) applies also to revised waivers.  If this is not the case, we propose that, instead of revising waivers, the EMA revoke those waivers and adopt new waivers in their place, otherwise there could be delays to planned MA applications as sponsors will have to seek agreement on PIPs or product-specific waivers.

It is possible that some sponsors may not fully understand the implications of the revised or revoked class waivers list.  As the revision of the class waiver list could have significant impact for companies, we request that the EMA extensively communicate the updated list on their website and through stakeholder groups, and explain the implications as clearly as possible (e.g. make it clear from what date the revoked and revised class waivers will apply, and how the changes might affect future MAA applications).  We also request that EMA make it clear that the revocation or revision of a class waiver does not prevent sponsors from requesting a product specific waiver where one of the grounds for a waiver is met.
	

	
	Please confirm that ‘Treatment of ureter and bladder carcinoma’ remains on the list of class waivers, in keeping with Decision CW/1/2011 of 19 December 2011, as these terms do not appear any longer in the draft EMA/PDCO/630781/2012 Opinion, in either of the revoked, revised or confirmed waivers.
	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	Section I 1.1 and I 1.2
	
	Liver and intrahepatic bile duct carcinoma and Kidney and renal pelvis carcinoma

Action: 

For the reasons given below, we propose deletion of I.1.1. Liver and intrahepatic bile duct carcinoma and I.1.2. Kidney and renal pelvis carcinoma

Rationale:

We agree that Renal Cell Carcinoma (RCC) and Hepatocellular Carcinoma (HCC) occur in children and demonstrate unmet medical need, however, it is important to understand that the paediatric presentation of these tumours appears to be very different from what is seen in adults. For example, there is evidence that the molecular characteristics and drivers of RCC in childhood are distinct from those in adult RCC and, as such, the treatment schema is not necessarily the same. We do not believe things are as clearly elucidated for HCC or transitional hepatic carcinomas, but it is true that effective therapies for adult HCC may not translate to paediatric HCC.  The best example of this, for both disorders, is sorafenib (Nexavar), which has changed the landscape of adult RCC and HCC treatment, yet paediatric studies have not found comparable efficacy.  

The bigger issue is that these children really have a different disease with an identical name.

There are also issues relating to prevalence of the hepatic and renal malignancies. The liver and intrahepatic bile duct and kidney and renal pelvis malignancy groups, have an incidence in the EU of between 200 and 900 paediatric patients per year, respectively. Their subtypes, which may have different sensitivity to each class of drugs, may be as few as 30% and 10% of those figures, respectively. While we believe promising drugs should be tested in paediatric patients with life-threatening diseases that represent unmet need, we request PDCO give adequate and realistic consideration to the feasibility of conducting studies in such rare conditions.

The PDCO cites 900 renal cancers in children each year.  However, it is noted that for every 10 cases of Wilm’s tumor (for which there is already highly effective therapy), there is 1 case of RCC.  Of the then 82 or so RCC diagnosed in paediatrics each year, the overwhelming majority will be in patients >15 years of age.  These patients could very likely be treated on adult protocols and/or with adult therapies.  

The same is also true for HCC, where paediatric patients who develop HCC are usually mature adolescents or young adults, and could likely be treated on adult protocols and/or with adult therapies.


	

	Section I 1.4
	
	All medicines for the treatment of Parkinson disease (non-juvenile); 

Comment:

It is premature to revoke the class waiver at this point in time. Due to the very low prevalence it is practically impossible to conduct a clinical study in a feasible timeframe. Mandatory conduct of such a study could be ethically questionable as the practical challenges may prohibit a conclusive outcome. Methodology for modelling and extrapolation is currently under development, but has not yet been developed with sufficient scientific rigor. Further detail in the rationale for the proposed action. 

Also, reference number 08 related to essential tremor is not relevant to Parkinson Disease (PD) and is proposed to be removed.

Action: 
Delete I 1.4 ‘Parkinson disease (non-juvenile)’ from the revoked waiver list for the reasons given below. 

Rationale Parkinson’s Disease and Juvenile Parkinson’s Disease

Background

Juvenile Parkinson’s Disease (JP) is defined as the onset of parkinsonian symptoms prior to age 21.  In contrast, young-onset Parkinson’s Disease (YOPD) includes those patients with onset of typical parkinsonian symptoms between the ages of 21 and 39 years.  JP is relatively rare and typically due to secondary or hereditary causes.  YOPD is more common and resembles more closely the signs and symptoms of idiopathic PD.

At a movement disorders clinic over a six-year period, JP comprised 0.6% of 918 Parkinson’s patients. The mean onset of age was 12.5 years with a range of 7 to 19. In another group of 149 patients with onset of Parkinson’s disease prior to age 40, 10 of these had onset prior to age 21.   A positive family history was noted in 50% of the cases of JP in this group.  There was a 4:1 male predominance and the mean age of onset was 17 years, with a range of 5 to 19.   Cardinal symptoms of JP include bradykinesia, rigidity and postural instability. The most common genetic cause of JP is a mutation in the Parkin gene (PARK 2), with 77% of JP cases found to have a Parkin mutation in one study. (1) 

Source: 1) Thomsen TR and Rodnitzky RL. Juvenile Parkinsonism. 2010 Elsevier

Incidence of Early onset Parkinsonism

The incidence of early onset parkinsonism in the USA is 0.8 per 100,000 per year in those aged 0-29 years, rising to 3.0 per 100,000 per year in those aged 30-49 years.  Early onset parkinsonism has been subdivided into cases with onset before age 21 [juvenile parkinsonism (JP)] and those with onset at or above age 21 (YOPD).  Juvenile parkinsonism is very rare, at least in Western societies, is commonly familial, and most patients have atypical features and pathology.   YOPD, on the other hand, has a rising incidence with increasing age, is less commonly familial and both the clinical picture and the pathology resemble that of older onset PD. Although Juvenile Parkinsonism is very rare, it seems to be more common in Japan than elsewhere. (2) 

Source: 2) Schrag and Schott (2006) Epidemiologic, clinical and genetic characteristics of early onset Parkinsonism. Lancet Neurology 5:355-363
Prevalence and Incidence of Parkinson’s Disease

In a comprehensive review of the published literature, the prevalence and incidence of PD was estimated for several European countries.  Crude prevalence ranged from 65.6 per 100,000 to 12,500 per 100,000 and annual incidence estimates ranged from 5 per 100,000 to 346 per 100,000.  Observed variations in prevalence and incidence rates may result from environment or genetic factors or may be a consequence of differences in methods of case ascertainment.   In two countries that estimated age specific prevalence in persons less than 29 years, the published estimate was 0%. (3). 

Source:  

3) Campenhausen Prevalence and incidence of Parkinson’s disease in Europe. Eur Neuropsychopharmacology (2005) 473-490

Parkinson disease, juvenile, autosomal recessive is listed as a "rare disease" by the Office of Rare Diseases (ORD) of the National Institutes of Health (NIH). This means that PD, juvenile, autosomal recessive, or a subtype of PD, juvenile, autosomal recessive, affects less than 200,000 people in the US population (4)

Source: 
4) https://rarediseases.info.nih.gov/gard/9642/juvenile-parkinsonism/Resources/1

	

	Section I 1.5
	
	All medicines for treatment of Huntington chorea; 

Comment:

It is premature to revoke the class waiver at this point in time. Due to the very low prevalence it is practically impossible to conduct a clinical study in a feasible timeframe. Mandatory conduct of such a study could be ethically questionable as the practical challenges may prohibit a conclusive outcome. Methodology for modelling and extrapolation is currently under development, but has not yet been developed with sufficient scientific rigor. Further detail is provided below the proposed action. 

Action: 

Delete I 1.5, ‘All medicines for treatment of Huntington chorea’ from the revoked waiver list for the reasons given below. 

Rationale

Background 

Juvenile Huntington’s disease (JHD) is defined as Huntington’s disease (HD) with an onset < 20 years.    HD is an autosomal dominant, neurodegenerative disorder with onset usually between 35 and 50 years of age.  JHD (onset < 20 years) is further divided into childhood (age 0-10 onset) and adolescent (age 11-20 onset).   JHD and HD have similar signs and symptoms, although JHD has a clinically distinct presentation with the dominant motor feature being a parkinsonian type syndrome of rigidity, dystonia and bradykinesia, rather than chorea.   Childhood cases may also present with cerebellar signs, epilepsy, myoclonus and spasticity. Behavioural problems and cognitive decline are also common in JHD.  


Prevalence

In a recent meta-analysis of studies using rigorous methods for case ascertainment, the prevalence of JHD was 5.32% (95% CI 4.18-6.60) among all cases of HD.  When the meta-analysis was restricted to 11 studies conducted in high income countries, since 1980, the estimate was 4.81% (95% CI 3.31- 6.58).  This contrasts with an estimate of 9.95% (95%CI 6.37 to 14.22), which was calculated from 3 studies conducted since 1980 in Venezuela and South Africa (defined as upper middle income countries by World Bank).

The prevalence of HD has been estimated to be approximately 4 to 10 per 100,000 in Caucasian population. Lower prevalence in African and Japanese populations have been reported.  Meta-analysis of data from four incidence studies yielded an estimated incidence of 0.38 per 100,000 persons per year.   Overall prevalence of HD based on data from 11 studies in Europe, North America and Australia was estimated to be 5.7 per 100,000 (CI 4.42 to 7.35).  Three studies conducted in Asia had an overall prevalence of 0.40 per 100,000 (95% CI: 0.26 to 0.61). (1) Difference in prevalence may be accounted for in part by genetic variation and/or under-ascertainment (2).    Extrapolating from these data, assuming HD has a prevalence of 5.7 per 100,000 and 5% of all HD is juvenile onset, the prevalence of JHD is approximately 3 per 1,000,000.    

Sources:  
1) Quarrell O, O’Donovan K, Bandmann O, Strong M  The Prevalence of Juvenile Huntington’s Disease: a review of the Literature and Meta-Analysis  Plos Curr 2012 July 20; doi: 10.1371/4f8606b742ef3

2) Pringsheim T. the Incidence and Prevalence of Huntington’s Disease: A systematic Review and Meta-analysis.  Movement Disorders, vol. 27, no. 9, 2012


	

	Section I 1.6
	
	All medicines for treatment of amyotrophic lateral sclerosis; 

Comment:

It is premature to revoke the class waiver at this point in time. Due to the very low prevalence it is practically impossible to conduct a clinical study in a feasible timeframe. Mandatory conduct of such a study could be ethically questionable as the practical challenges may prohibit a conclusive outcome. Methodology for modelling and extrapolation is currently under development, but has not yet been developed with sufficient scientific rigor. Further detail is provided below the proposed action.
Action: 

Delete I 1.6, ‘All medicines for treatment of amyotrophic lateral sclerosis’ from the revoked waiver list. 

Rationale

The EMA’s description of juvenile amyotrophic lateral sclerosis (ALS) is not in line with our understanding of the disease.  While we agree that juvenile ALS is very rare (incidence seems unknown), our understanding is that it is very different from the adult form, in that most of the cases are atypical and slowly progressive as opposed to “typical” ALS, which represents a spectrum of various phenotypes with various progression rates.

ALS is a progressive and fatal neuromuscular disease for which there is currently no cure.  Familial ALS occurs in 5-10% of cases.  ALS affects white males aged 60 and older more often than any other group.  In 2009, a National ALS Registry was initiated in the US.  During October 2010 through December 2011, a prevalence of 3.9 cases per 100,000 persons in the US was estimated.  The age groups with the lowest number of persons with ALS were 18-39 years (4.2% of cases), and age 80 years and over (7.8% of cases). (1) No prevalence estimates for persons less than 18 years could be found in the published literature. 

Moreover, based on the literature cited in the draft document, there appears to be a lack of consensus on how juvenile ALS is defined (i.e. the age of 20 vs. 25 years as a cut off).

Source:  

1) Mehta P. Morbidity and Mortality Weekly Report (MMWR). Prevalence of Amyotrophic lateral Sclerosis – United States, 2010-2011. July 25, 2014/63(SSo7);1-14
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