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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)

	
	EFPIA very much welcomes the opportunity to comment on EMA’s updated draft clinical guidance pertaining to epileptic disorders. 
On top of the detailed comments provided below, we would particularly like to emphasise the following:

With regard to research into epilepsy syndromes, experience has demonstrated that these studies can be difficult to run and do not always provide meaningful results. There is a need therefore for flexibility allowing for alternative approaches to randomised controlled trials such as the use of high quality real world evidence. 

In terms of focal onset seizures, extrapolation from adults down to 2 years is recommended by the Paediatric Epilepsy Academic Consortium for Extrapolation (PEACE) and it is proposed that this is adopted into the draft text of the guidance (see reference 37 in the draft document). 
EMA’s continued engagement with academia and consortia (such as PEACE) in this active and evolving area of science is welcomed and should help to ensure that EMA’s guidelines develop such that they envelop the latest knowledge and understanding in epileptic disorders.
As articulated in the ‘Concept paper on the need for revision of the guideline on clinical investigation of medicinal products in treatment of epileptic disorders 2016’ (known from here on in as the concept paper)
 “…it is expected, that the guideline revision will provide further guidance with respect to methodology, assessment tools and clinically relevant outcomes in epilepsy and thus would improve the quality and comparability of development programs for this therapeutic area by pharmaceutical companies.” In light of this and as the state of the art for assessing seizures continues to evolve, EEG could be complemented or replaced by other methods.

	


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)

	90-94
	
	Comment: 
This section still contains wording from the old ILAE classification. The new classification no longer uses the term “cryptogenic” and “symptomatic” and aetiology is linked to the epilepsy types or syndromes and not to the seizure types. 

Proposed change (if any):

“Focal epilepsies, Focal onset seizures related to focal brain dysfunction, occur in approximately 60% of cases and include symptomatic (lesion defined), probably symptomatic (no lesion detected by probably symptomatic), and idiopathic forms. six aetiologic categories: structural, genetic, infectious, metabolic, immune, and unknown. Generalised epilepsies seizures represent approximately 30% of cases. They occur often in a non-lesion non-structural and genetic context; other cases are symptomatic or cryptogenic structural or unknown in aetiology. In the remaining 10%, the classification is uncertain.”


	

	99-101
	
	Comment: 
This section still contains wording from the old ILAE classification and therefore we would like to propose the following revision.

Proposed change (if any):

“Focal non-idiopathic Focal non-genetic epilepsies in childhood may also have an important impact on cognitive development if not treated early and appropriately.” 


	

	197-199
	
	Comment: 
This sentence seems to suggest that ‘refractory focal epilepsy’ is a seizure type or syndrome, which is not the case.

Proposed change (if any):

“Efficacy in seizure types or epilepsy syndromes should be explored separately (e.g., idiopathic generalised epilepsies, refractory focal epilepsyies, West syndrome, Dravet syndrome, Lennox-Gastaut syndrome, myoclonic-astatic epilepsy).”


	

	242-244
	
	Comment: 
As articulated in the concept paper “…it is expected, that the guideline revision will provide further guidance with respect to methodology, assessment tools and clinically relevant outcomes in epilepsy and thus would improve the quality and comparability of development programs for this therapeutic area by pharmaceutical companies.” In light of this and as the state of the art for assessing seizures continues to evolve and EEG could be complemented or replaced by other methods.

Proposed change (if any):

“In younger children, from 1 month to less than 4 years, EEG or video/EEG may complete and evidence the clinical manifestation of seizures, in particular subtle clinical seizures can be confirmed when correlated with EEG or alternative methods, as appropriate.”  


	

	249-250
	
	Comment: 
It is recommended that the term “retention time” be clarified. 

Proposed change (if any): “In conversion to monotherapy studies treatment retention time from monotherapy to rescue or adding additional therapies or discontinuation of the primary therapy may be an acceptable primary outcome variable.”

	

	266-268
	
	Comment: 
As articulated in the concept paper “…it is expected, that the guideline revision will provide further guidance with respect to methodology, assessment tools and clinically relevant outcomes in epilepsy and thus would improve the quality and comparability of development programs for this therapeutic area by pharmaceutical companies.” In light of this and as the state of the art for assessing seizures continues to evolve and EEG could be complemented or replaced by other methods.

Proposed change (if any):

“In cases of very frequent seizures, (e.g. absences) or seizures difficult to quantify clinically it is recommended to develop more precise tools of quantification of the seizure frequency such as quantitative EEG recordings, or telemetry by video/EEG, or alternative methods, as appropriate.”

	

	373-374
	
	Comment: 
With regard to add-on studies, to better reflect the real life clinical setting, it is proposed that the guidance is amended to allow for three pre-existing anti-epileptic drugs (AEDs).

Proposed change (if any):

“Therefore add-on trials should be conducted optimally in the presence of up to three only one or two pre-existing AEDs, with plasma levels being kept stable within the appropriate limits.” 


	

	384-385
	
	Comment: 
According to the concept paper, in relation to add-on studies, one of the “critical aspects [that] should be discussed in the update of the guideline…[is the] need and design of active comparative studies in the add-on setting.” It is therefore proposed that at least the wording pertaining to active comparator studies provided in the current version (v2) of the guidance be maintained.

Proposed change (if any): 

“The pivotal add-on studies should have a randomised, double-blind, placebo-controlled parallel group study design. As more anti-epileptics are approved for the add-on indication, comparative trials may be considered.”

	

	394-396
	
	Comment: 
It is observed that there might be a linguistic error in the text. The word ‘invalidating’ in relation to a seizure type does not seem to be the right term so it is suggested that this word is replaced with ‘debilitating.’

Proposed change (if any):

“In epilepsy syndromes where different seizure types may co-exist, emphasis may be on improvement of the most debilitating invalidating seizure types where it might be accepted that concomitant seizure types might not improve or even worsen.”


	

	408
	
	Comment: It is assumed that this is intended to refer to stabilisation during (rather than before) the baseline period.

Proposed change (if any): 
“Concomitant anti-epileptic medication should be optimised and stable before the baseline is started during the baseline period.”

	

	420-423
	
	Comment: 
It is not always necessary to titrate to reach an appropriate dose so it is proposed that this is better reflected in the guidance.

Proposed change (if any):

“It is recommended to study more than one dose arm in order to establish the lower end of the clinically effective dose range as well as the optimal effective dose. In these studies, patients might need to should be titrated to their target dose which is subsequently maintained during the whole maintenance period (see section 6.3.1).”  


	

	433-437
	
	Comment: 
Consideration should be given to clarifying the recommended duration for add-on clinical trials, similar to that provided for monotherapy trials (see lines 450-451, 489-491 and 496-499). Also, it is observed that there might be some missing text here so we would like to propose some alternative wording.

Proposed change (if any):

“Long term efficacy/safety

Long-term data should be generated by continuation of add-on studies or by conducting open label extension studies in order to assess absence of whether tolerance is maintained in on the long term and that a positive benefit/risk balance is maintained over time.”

alterations in the therapeutic effect over time and maintenance of safety.”

Treatment retention rate is recommended as a global indicator of clinical effectiveness. A one year study duration (including the initial minimum 12 week period referenced above) is considered the minimum.”

	

	494-499
	
	Comment: Experience has shown that additional monotherapy safety data is not always required to support the monotherapy indication. 

Proposed change (if any):

“Monotherapy-safety 

The safety in the add-on setting might is not be representative for the safety profile of the same product used in the monotherapy setting. Therefore safety data under monotherapy might be needed and, if needed, should be generated e.g. open label data of at least one year to collect additional safety information.  In principle this may be done post-approval unless the safety profile observed in the add-on setting suggests that the benefit risk in the monotherapy setting may be different.” 


	

	540-546
	
	Comment: It is noted that the development of AEDs for “indications in epilepsy syndromes” is “encouraged” and that “no specific recommendation can be made.” However, experience shows that where such studies have been mandated, leading to the execution of long, complex studies that are hard to analyse, further complicated by the age distribution of the syndromes and population, and that very few patients within each syndrome can be recruited often leading to clinical trials from which no conclusion can be drawn. Instead, it would be preferable to conduct focused studies or employ alternative methods based on mechanism of action and experience with a particular class of medicine in order to define a syndrome in which it could be efficacious. This would also avoid exposure to patients who would likely not benefit from treatment.

Proposed change (if any):

“These studies would ideally be large pilot studies including all types of paediatric epilepsy syndromes (whether common with adults or not), stratified by syndromes and/or age bands, they would permit to obtain initial information on population pharmacokinetics, and preliminary data on safety and efficacy. Experience to date reflects that such studies tend to be long, complex and hard to analyse, further complicated by the age distribution of the syndromes and population. Additionally, very few patients within each syndrome can be recruited often leading to clinical trials from which no meaningful conclusion can be drawn. 
Consequently, Rresults from such a trial should be interpreted with caution considering that multiple syndromes are being studied and hence that efficacy in any given syndrome may show particular promise by chance alone. This could be and has therefore to be confirmed by one or more randomised controlled trial for each indication pursued or via alternative methods based on mechanism of action and experience with a particular class of medicine in order to define a syndrome in which it could be efficacious.”  

	

	552-558
	
	Comment: Given the clinical presentation of absence seizures (i.e., patients have multiple seizures within a 24hour period), it is suggested that the conduct of long term studies should not be necessary. 

Also, as articulated in the concept paper “…it is expected, that the guideline revision will provide further guidance with respect to methodology, assessment tools and clinically relevant outcomes in epilepsy and thus would improve the quality and comparability of development programs for this therapeutic area by pharmaceutical companies.” In light of this and as the state of the art for assessing seizures continues to evolve and EEG could be complemented or replaced by other methods.

Proposed change (if any):

“For absence seizures short term randomised placebo controlled withdrawal trials with EEG monitoring endpoints should be may be considered as proof of concept studies. It should be supplemented by long term randomised efficacy studies monitoring clinical and EEG freedom from absences. This preferably should be a randomised placebo control parallel group study with escape criteria. It might be complemented by a randomised withdrawal phase to establish benefits of continued treatment or a separate randomised withdrawal study. In the long term open label safety studies, maintenance of effect may be verified over time with repeat EEG monitoring or alternative methods, as appropriate.”

	

	575-585
	
	Comment: In principle, it is proposed to refer to ‘standard of care’ rather than specify particular medicines.

Proposed change (if any):

“Treatment of the acute status epilepticus 

Trials of new medicinal products intended for the treatment of acute status epilepticus should normally be performed first in the controlled setting. Depending on the nature of the new product and the available clinical and/or non-clinical data, new medicinal products intended for the treatment of acute status epilepticus may be tested either as first line treatment (in early status epilepticus) or as second line treatment after standard treatment with a benzodiazepine has failed (in established status epilepticus). Stratification by prognostic factors is (e.g. aetiology) is recommended. Trials should be designed to show non-inferiority or superiority to an appropriate active comparator, i.e., standard of care. For first line status epilepticus treatment this would be an approved benzodiazepine. For trials in second line treatment, appropriate comparators could be intravenous (fos)phenytoin or phenobarbital. Persistent seizure cessation should be the primary endpoint.”


	

	691-696
	
	Comment: Extrapolation from adults should be down to 2 years of age as per the PEACE conclusions referenced in the draft guidance – see reference 37: Pellock JM, Arzimanoglou A.,D'Cruz O, Holmes GL, Nordli D, Shinnar S. PEACE group. Extrapolating evidence of antiepileptic drug efficacy in adults to children ≥2 years of age with focal seizures: the case for disease similarity. Epilepsia. 2017 Oct;58 (10)
Proposed change (if any): 

With a few exceptions, focal epilepsies in children from 2 4 years of age may have a similar clinical expression to focal epilepsies as in adolescents and adults. For focal epilepsies, the results of efficacy trials performed in adults may be extrapolated to children and adolescents provided that the PK/PD relationship in adults is established and that the dose regime proposed in children and adolescents results in similar exposure levels as in adults in all age categories (2 4 to 18 years).
	


	696-698
	
	Comment: Rather than specifying a particular reflection paper (which itself may be subject to change), it is recommended to broaden this out to all relevant guidance.

Proposed change (if any): 

This approach should be planned and pre-specified in an extrapolation development plan as per relevant guidance. (See Reflection paper on the use of extrapolation in the development of medicines for paediatrics, EMA/199678/2016)


	

	699-700
	
	Comment: Extrapolation from adults should be down to 2years of age as per the PEACE conclusions referenced in the draft guidance – see reference 37: Pellock JM, Arzimanoglou A.,D'Cruz O, Holmes GL, Nordli D, Shinnar S. PEACE group. Extrapolating evidence of antiepileptic drug efficacy in adults to children ≥2 years of age with focal seizures: the case for disease similarity. Epilepsia. 2017 Oct;58 (10)
Proposed change (if any):

“In the very young children (i.e. 1 month – less than 2 4 years) efficacy cannot be extrapolated given the uncertainty of the impact of the developing brain on the disease and response.” 


	

	700-702
	
	Comment: As articulated in the concept paper, “…it is expected, that the guideline revision will provide further guidance with respect to methodology, assessment tools and clinically relevant outcomes in epilepsy and thus would improve the quality and comparability of development programs for this therapeutic area by pharmaceutical companies.” In light of this and as the state of the art for assessing seizures continues to evolve, EEG could be complemented or replaced by other methods. 

Proposed change (if any):

“Once efficacy has been shown in the older paediatric population, short term assessment of response by using video EEG monitoring only or alternative methods, as appropriate may be sufficient.”

	

	725-730
	
	Comment: As articulated in the concept paper, “…it is expected, that the guideline revision will provide further guidance with respect to methodology, assessment tools and clinically relevant outcomes in epilepsy and thus would improve the quality and comparability of development programs for this therapeutic area by pharmaceutical companies.” In light of this and as the state of the art for assessing seizures continues to evolve, EEG could be complemented or replaced by other methods. Indeed, in the context of eliminating artefacts, video-EEG assessment is subjective and does not necessarily provide accurate results.
Proposed change (if any):

“Multichannel (8 minimum) continuous video-EEG could be used is needed to exclude artefacts, to identify minor clinical seizures or infra-clinical seizures and to evaluate the frequency, duration and severity of the seizures. The duration of EEG should be sufficient to ensure the adequate recording of seizures. At least one central reader should confirm the video-EEG recordings evaluated by the local physician, with epileptiform discharges/seizures to be distinguished from artefacts. The correlation with clinical signs or not should be investigated. Other assessment tools should also be considered to complement or replace the video-EEG method.” 

	


	733-734
	
	Comment: It is suggested that ‘multiple seizure aetiologies’ should actually read ‘multiple seizures’

Proposed change (if any):

“Single aetiology trials versus trials in patients with multiple seizures aetiologies should be discussed considering confounders versus feasibility and generalisability.”
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