Review proposal of TA753 Cenobamate for focal onset seizures in epilepsy	

Rationale for change
 Cenobamate is recommended as an option for treating focal onset seizures with or without secondary generalised seizures in adults with drug-resistant epilepsy that has not been adequately controlled with at least 2 antiseizure medicines. It is recommended only if:
a. it is used as an add-on treatment, after at least 1 other add-on treatment has not controlled seizures, and
b. [bookmark: _Hlk182393008]treatment is started in a tertiary epilepsy service.
 The clinical community and company consider these criteria may be overly restrictive because the current guidance requires cenobamate treatment to be commenced in a tertiary epilepsy service. This has put additional pressure on over-stretched services. The requirement for tertiary initiation creates geographical inequity for patients without local access to tertiary services. Section 3.13 of the updated guideline on epilepsies in children, young people and adults (NG217) states that people with drug-resistant epilepsy should be referred to tertiary services. However, this is no longer a requirement for the initiation of other treatments such as brivaracetam, eslicarbazepine acetate, perampanel, pregabalin and sodium valproate.
Proposal options
 This review aims to investigate the implications of changing the recommendation wording through consultation with key stakeholders. There may be a range of potential options resulting from this review including:
c. No change to the recommendation wording, termination of the review.
d. An adjustment to the recommendation wording, that does not require further submission of evidence or analysis.
e. A review of the clinical and/or cost effectiveness of cenobamate based on updated positioning of cenobamate than what has been considered in the original TA753 guidance.
Summary of new evidence and implications for review
 The company has not presented any new evidence for this review. Submitted evidence includes clinical feedback from various stakeholders. Because of the nature of this review, NICE has not reviewed any updated published literature evidence for cenobamate at this time.
NICE clinical guideline 137 has been updated and replaced by NG217. Section 5.2.5 of NG217 lists ‘cenobamate (in line with TA753)’ as one possible option for second-line add-on treatment.
Are there any existing or proposed changes to the marketing authorisation policies that would affect the existing guidance?
 No.
What were the uncertainties identified in the original guidance relating to the recommendation wording? 
 The marketing authorisation wording for cenobamate specifies drug-resistant epilepsy that has not been adequately controlled with at least 2 antiseizure medicines. In TA753, the committee recognised that pharmacological management of epilepsy is highly individualised with variation in the medicines that are trialled, combined or sequenced depending on a person's circumstances, tolerability, drug interactions, biological targets and mechanisms of action. It acknowledged that CG137 was being updated but that it recommended referral to a tertiary epilepsy specialist who can consider other add-on therapy options such as eslicarbazepine acetate, lacosamide, phenobarbital, phenytoin, pregabalin, tiagabine, vigabatrin, zonisamide, brivaracetam acetate and perampanel if initial add-on treatment is ineffective. The committee considered that the treatment pathway is complex and not clearly defined, which meant that the wording of the marketing authorisation for cenobamate may be open to interpretation (see sections 3.2 and 3.3 of TA753).
 	The committee considered, based on clinical expert opinion, that cenobamate is likely to be first used in specialist epilepsy centres for people with drug-resistant epilepsy, because of concerns about potential long-term adverse effects of treatment. It concluded that it should be recommended as an add-on treatment after at least 1 other add-on treatment has not controlled seizures, and that treatment should be initiated in a tertiary epilepsy centre in line with CG137 (see section 3.3 of TA753).
In its submission, the company compared cenobamate to only ‘third-generation’ medicines, namely, brivaracetam acetate, eslicarbazepine acetate, lacosamide and perampanel. The company did not provide any evidence for cenobamate compared with treatments that would be used earlier in the treatment pathway, such as clobazam, topiramate and zonisamide. Therefore, the committee considered that it would be most appropriate to position cenobamate for drug-resistant epilepsy only as an add-on option after at least 1 add-on treatment has not controlled seizures and that the relevant comparators for this positioning is in line with the company’s submission (see section 3.4 of TA753).
Are there any related pieces of NICE guidance relevant to this appraisal? If so, what implications might this have for the existing guidance?
No.
Questions for consultation
How is cenobamate currently used in clinical practice?
Has clinical practice changed compared to the decision problem outlined in the original guidance?
What are the most appropriate comparators for cenobamate?
Is further evidence available for the potential long-term adverse effects of cenobamate?
Please comment on the following proposed changes to the recommendation, particularly whether the changes would resolve the issues of geographical inequity for patients without access to tertiary services: 
· [bookmark: _Hlk182392972]Cenobamate is recommended as an option for treating focal onset seizures with or without secondary generalised seizures in adults with drug-resistant epilepsy that has not been adequately controlled with at least 2 antiseizure medicines. It is recommended only if:
· it is used after at least 1 other add-on treatment has not controlled seizures, and
· treatment is started in a tertiary epilepsy service or by a neurologist with a subspecialist interest in epilepsy. 
Equality issues
No relevant equality issues were identified in the original appraisal.
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Appendix 1
Scope of review
Review proposals require a scope using the PICO framework to describe the analysis that would be required if an economic analysis was considered appropriate. Please comment on the suitability of the proposed scope below.
The technology 
1. Cenobamate (Ontozry, Arvelle Therapeutics) is indicated for the 'adjunctive treatment of focal onset seizures with or without secondary generalisation in adults with epilepsy who have not been adequately controlled despite treatment with at least 2 anti-epileptic medicinal products'. 
Table 1: PICO framework
	Intervention(s)
	Cenobamate

	Population(s)
	Adults with uncontrolled focal onset seizures with or without secondary generalization in epilepsy in whom adjunctive therapy is needed.

	Comparators
	Established adjunctive clinical management, including but not limited to:
· brivaracetam
· carbamazepine
· eslicarbazepine
· lacosamide
· levetiracetam
· perampanel

	Outcomes
	The outcome measures to be considered include:
· change in seizure frequency
· seizure free rate
· time to first seizure
· response rate
· seizure severity
· mortality
· adverse effects of treatment
· health-related quality of life.

	Economic analysis
	The reference case stipulates that the cost effectiveness of treatments should be expressed in terms of incremental cost per quality-adjusted life year.
If the technology is likely to provide similar or greater health benefits at similar or lower cost than technologies recommended in published NICE technology appraisal guidance for the same indication, a cost-comparison may be carried out.
The reference case stipulates that the time horizon for estimating clinical and cost effectiveness should be sufficiently long to reflect any differences in costs or outcomes between the technologies being compared.
Costs will be considered from an NHS and Personal Social Services perspective.

	Other considerations 
	[bookmark: Text54]Guidance will only be issued in accordance with the marketing authorisation. Where the wording of the therapeutic indication does not include specific treatment combinations, guidance will be issued only in the context of the evidence that has underpinned the marketing authorisation granted by the regulator.  

	Related NICE recommendations and NICE Pathways
	Related Technology Appraisals: 
None
Related Guidelines: 
Epilepsies: diagnosis and management (2022) NICE guideline NG217. Review date 2021.
Partial-onset seizures in epilepsy: perampanel as adjunctive treatment (2012) NICE evidence summary ESNM7.
Deep brain stimulation for refractory epilepsy (2012) NICE interventional procedures guidance IPG4216.
Related Quality Standards:
Quality standard for the epilepsies in adults (2013) NICE quality standard 26.
Quality standard for the epilepsies in children and young people (2013) NICE Quality Standard 27
Related NICE Pathways:
Epilepsy (2016) NICE pathway

	Related National Policy 
	The NHS Long Term Plan, 2019. NHS Long Term Plan
NHS England (2018/2019) NHS manual for prescribed specialist services (2018/2019)
Department of Health and Social Care, NHS Outcomes Framework 2016-2017: Domains 1, 2,4 and 5. https://www.gov.uk/government/publications/nhs-outcomes-framework-2016-to-2017
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