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1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	An update to the migraine guideline is welcomed. However, it is considered the problem statement/areas for updates could be widened to ensure other areas of the guideline are still current, as it is considered additional updates are warranted. The following areas are considered critical for consideration as part of the revision to the migraine guideline: 

· It should be possible to include both episodic and chronic migraine (EM/CM) within combined studies without powering the study by sub-population given there is no clear pathophysiological difference between the EM and CM subgroups, and they represent a continuum of a single disorder.  Single studies in either EM or CM should be enough to support maintenance of effect.
· The primary endpoint of migraine days (defined as migraine headache days [MHD] and/or MHD plus probable migraine days) in EM and/or CM considered as being appropriate vs migraine attacks. Updates to current guidance in both EM and CM is needed. 

· Additional guidance relating to specific claims such as non-responders and/or partial responders (to standard of care [SoC]) in both CM/EM is needed. Guidance relating to clinical studies incorporating retrospective documented history of failure to SoC, considerations in selecting such a population (adequate response being?). 
· Updates to paediatric guidance for both CM and EM:  Utility of monthly headache days as opposed to monthly migraine days.

Given that CM is uncommon in the 6-11 years old paediatric patients, it should not be required to study this population and it should be possible to extrapolate from EM paediatric patients, considering same pathophysiology for both subgroups. 
	

	
	Additional general comments on the “discussion (on problem statement)” section within the concept paper:

· Separation of study population by medication overuse headache vs chronic headache vs chronic migraine would add significant complexities/delays to clinical studies, which may also no longer be reflective of clinical practice.

· Clinical studies encompassing an active comparator are likely to impact the integrity of a clinical study, given the likely risk of unblinding posed by the apparent differences in safety profile with current treatment, 

· Similar to the current guideline, studies of 3 months durations are considered sufficient for both CM and /or EM. 
	


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)

	29-30
	
	Comment: 
It is suggested to take the opportunity to confirm / update all aspects of the guideline (as highlighted within the general comments above). It is unclear as to why the revision of the guideline is being restricted to chronic migraine as migraine is a continuum of a single disorder, patients also commonly oscillate from EM to CM and vice-versa. There appears to be a need to also update other elements of the current guideline that relate to episodic migraine. It is therefore suggested that the guideline is updated across the full spectrum of migraine. 
	

	34
	
	Determination of the study population (separation from medication overuse headache vs chronic headache vs chronic migraine).

The study population included within a clinical study should include patients with medication overuse headache (MOH) and/or mixed headache (migraine and tension-type headaches).

· There is considerable overlap among these headache types within the chronic migraine population.
· To attempt to exclude MOH or mixed headache would be extremely difficult, which would make the study difficult to enroll and not generalizable to the general population of chronic migraine patients. 
Inclusion of mixed headache patients is appropriate as this aligns with the ICHD definition of chronic migraine, which includes 15 or more non-migraine headache days per month.  The pathophysiology, symptomology, and pharmacology of migraine and tension-type headache are different, so it remains important to be able to assess the headache type during the trial.   
MOH and chronic migraine may be interrelated as chronic migraine may evolve from episodic migraine due to medication overuse.  Allowance for MOH in the studies also allows patients to use abortive headache pain medication as needed during the studies, which is an important ethical consideration.

	

	36
	
	Design of the studies: Randomised placebo-controlled and active controlled parallel group studies with justification of control used

The use of a placebo-controlled study should be considered to be appropriate as the major treatment guidelines, such as those published by the European Federation of Neurological Societies (EFNS), American Academy of Neurology (AAN) and the country-specific headache societies around the world, rely on placebo-controlled data as the gold standard for establishing levels of evidence in support of treatment efficacy. 
There is wide variability in treatment guidelines, clinical practice, and the availability of standard therapeutic options across geographies (Antonaci et al. 2010), including countries in the EU, North America, South America, and Asia. 

Inclusion of an active comparator would be problematic in a CM/EM study due to the difficulties posed by blinding drugs with apparent differences in the side-effect profiles (e.g. topiramate, propranolol, etc) and routes of administration. Blinding is particularly important in a condition like migraine that is highly dependent on subjective reported endpoints. This would make the choice of an active comparator very difficult.

	

	38
	
	Duration of the studies in chronic migraine, need for showing maintenance of effect 

1. Duration of the study

The duration of the study should be adapted depending on the nature of the tested drug. 

When no drug titration is required and for drugs with a relatively rapid onset of clinical effect, 3 months should be a sufficient period to demonstrate efficacy in migraine prevention, similar to the current guidance for EM.

2. Maintenance of effect

Evaluation of maintenance of effect is recommended for a new compound intended for chronic use. 

Drugs that are expected to work in both EM and CM, it should be acceptable to demonstrate the maintenance of effect in one population and to extrapolate it to the other. 

Alternatively, the duration of the double-blind phase could be extended to assess the maintenance of effect in the absence of other data.   


	

	39
	
	Primary and secondary endpoints (migraine days vs headache days vs number of attacks, symptom severity).


Recent pivotal trials within prophylaxis of migraine have focused on reduction of mean migraine days (defined as Migraine Headache Days or Migraine Headache Days plus probable migraine) as opposed to migraine attacks as a primary endpoint. 
Number of migraine days is a recommended primary endpoint based on the “Guidelines for controlled trials of prophylactic treatment of chronic migraine in adults,” written by the Task Force of the International Headache Society Clinical Trials Subcommittee (Silberstein et al. 2008). That task force defined number of migraine day as a day on which the subject experiences migraine or probable migraine. Probable migraine has been included in the definition of migraine headache day in other migraine prevention clinical trials, such as those for onabotulinumtoxin A (Aurora et al. 2010; Diener et al. 2010) and ALD403 (Dodick et al. 2014). As such probable migraine days can be considered to form part of the definition of the recommended primary endpoint of number of migraine days in both CM/EM population.

Headache days, number of attacks and symptom severity should be secondary endpoints. 

Patient reported outcome (PRO) tool(s): 

It is suggested to include clarity on acceptable disease-specific PRO scales (such as Migraine Disability Assessment test

(MIDAS), Migraine-Specific Quality of Life

Questionnaire, Patient Global Impression of Improvement (PGI-I) or HIT-6 to assess functional outcome).


	

	41
	
	Methods to deal with concomitant medication for headache 

Abortive treatments should be allowed. The use of abortive medication could be measured as a secondary endpoint. 

Concomitant prophylaxis medications could be allowed but not required, providing patients are on a stable dose and are expected to remain on it throughout the trial. This should enable recruitment of a more appropriate (real-world) patient population while mitigating placebo exposure. Randomisation could be stratified by use/no use of concurrent prophylaxis.


	

	General
	
	PAEDIATRICS (both CM/EM):
Additional guidance for paediatrics in both CM and EM would be welcomed.

Given that CM is uncommon in the 6-11 years old paediatric patients, it should not be required to study this population and it should be possible to extrapolate from EM paediatric patients, considering same pathophysiology for both subgroups.
Guidance on establishing paediatric doses for biologic products for which pharmacokinetics are not an inherent driver of differential exposure: response relative to adults.

Possibility and specifics of implementing single studies assessing efficacy in both children and adolescents.

Headache days as an appropriate primary endpoint vs. migraine attacks or migraine days in both CM and EM in children and adolescents. 

Possibility and specifics of implementing single study in both CM and EM paediatric patients.

Other considerations:
Is the Agency considering development of a guideline in cluster headache?
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