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Sent by e-mail only: XXXXXXXXXX
FAO XXXXXXXXXX
Joint Chief Executive
Tuberous Sclerosis Association
c/o Nightingale House
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Epsom
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KT17 1HQ


10 May 2024

[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXX
[bookmark: _Hlk166098169]Re: Final Draft Guidance – Fenfluramine for treating seizures associated with Lennox-Gastaut Syndrome in people 2 years and over (ID1651)
Thank you for your letter of 2 May 2024, lodging an appeal against the above Final Draft Guidance (FDG).
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are: 
· 1(a) NICE has failed to act fairly, or 
· 1(b) NICE has exceeded powers;
· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.
This letter sets out my initial view of the points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information, are arguable, and fall within any one of the grounds will your appeal be referred to the Appeal Panel. 
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I will make my final decision as to whether each appeal point should be referred on to the Appeal Panel. 
Initial View
I assess each of your points in turn.  
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1(a).1: In making the assessment that preceded the recommendation, NICE has failed to act fairly
I am not minded to refer this appeal point to the Appeal Panel.   
I understand the TSA's argument to be that it was procedurally unfair for the Committee not to have heard from a patient for whom fenfluramine has made a significant positive difference to their quality of life, and that the Committee unfairly failed to ensure fair representation of LGS patients during the evaluation.
NICE's Manual for health technology evaluations explains that NICE should invite stakeholders to take part in the evaluation, including national organisations representing patients and carers.  NICE invites written submissions from all patient and carer organisations involved in the evaluation to provide perspectives on:
· the experience of having the condition (before or after diagnosis) or caring for someone with the condition 
· the experience of receiving care for the condition in the healthcare system 
· the experience of having specific treatments or tests for the condition 
· treatment outcomes that are important to patients or carers (which may differ from the outcomes measured in the relevant clinical studies and the aspects of health included in generic measures of health-related quality of life) 
· the acceptability of different treatments and modes of treatment 
· their preferences for different treatments and modes of treatment 
· their expectations about the risks and benefits of the technology. 
Stakeholder organisations are invited to nominate clinical experts, patient experts and commissioning experts.  Patient experts are chosen by NICE based on their experience of the technology and the condition that the technology is designed for.
In this evaluation, the evaluation documents record that, in addition to the TSA,  the following patient/carer groups were invited to participate as consultees:
· Brain and Spine Foundation
· Brain Charity
· Contact
· Dravet Syndrome UK
· Epilepsy Action
· Epilepsy Society
· Neurological Alliance
· South Asian Health Foundation
· Specialised Healthcare Alliance
· SUDEP Action
· Young Epilepsy

(https://www.nice.org.uk/guidance/gid-ta10653/documents/final-matrix)
I understand that in this evaluation, the TSA was the only patient/carer group to participate in the process; however I do not understand you to be arguing that there was in fact a procedural failure to invite other patient groups to do so.
I also understand that the Committee heard from patient experts (see for example, paragraph 3.14 of the FDG), and that Lisa Suchet, a patient expert nominated by the TSA, attended the committee meeting on 6 March 2024.  I do not understand you to be arguing that there was a procedural failure to consider nominations for patient expert(s) or to appoint one or more patient experts.
That being the case, I do not currently think it is arguable that NICE's approach was procedurally unfair in this regard.  I invite TSA to provide further details as requested at the end of this letter, particularly if I have misunderstood any aspect of TSA's proposed appeal point.
Appeal point 1(a).2: The committee compares Fenfluramine versus not having Fenfluramine –usual standard of care and refusal to base its recommendations on a comparison with cannabidiol plus clobazam (feedback received from SUDEP Action)
I am minded to refer this appeal point to the Appeal Panel.   
I reach this initial view on the basis that I understand from your appeal letter that the draft guidance published for consultation on 31 January 2024 (after the first committee meeting) stated in its introductory section that "an indirect comparison suggested that fenfluramine may be more effective than cannabidiol plus clobazam in reducing the number of drop seizures."  By contrast, the comparable wording of the introductory section of the final draft guidance published after the second committee meeting states that "[t]he results of an indirect comparison comparing fenfluramine with cannabidiol plus clobazam are uncertain."
You say that this change is unexplained and inexplicable.  I agree that this is arguably unfair.
Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers
Ground 1b (1): In making the assessment that preceded the recommendation, NICE has failed to fully explore health inequalities
I am not minded to refer this appeal point to the Appeal Panel.   
For referral under ground 1b, an appeal point must demonstrate an arguable breach of NICE's legal duties.  Your letter does not set out any arguable breach of NICE's duties.  I note that you say that having acknowledged that there is an unmet need for treatments that reduce the number of drop seizures without markedly increasing adverse events, the committee's negative recommendation "raises large inequality concerns, as LGS community already have limited treatment options available for patients".  I cannot see how these statements relate to each other, or any basis for an arguable determination that a negative recommendation following acknowledgement of unmet needs breaches NICE's legal duties.  
I also note that you say that the reasons set out in the FDG are not clear and unambiguous; please provide details of any lack of clarity or ambiguity that you consider leads to an arguable ground for appeal.
Finally, I note that you say the reasons given do not address the difference between NICE's decision to approve fenfluramine for Dravet Syndrome, and the Committee's negative recommendation for fenfluramine for treating seizures associated with Lennox-Gastaut Syndrome in people 2 years and over.  This is not in itself suggestive of a failure to meet any of NICE's obligations.  It is not unusual for different committees to reach different conclusions on cost and/or clinical effectiveness when considering technologies for different conditions, even where aetiology is similar.
Ground 1b (2): NICE has exceeded its powers by making recommendations that are incompatible with the Human Rights Act 1998
I am not minded to refer this appeal point to the Appeal Panel.
As with ground 1b(1), I have found it difficult to discern the elements of the appeal point being made.  No arguable breach of NICE's obligations under the Human Rights Act 1998 has been identified.  
Ground 1b (3): NICE has exceeded its powers by making recommendations that are incompatible with the public sector equality duty (feedback received from SUDEP Action)
I am not minded to refer this appeal point to the Appeal Panel. 
As with grounds 1b (1) and (2), I have found it difficult to discern the elements of the appeal point being made.  
The public sector equality duty obliges NICE: “in the exercise of its functions, to have due regard to the need to— eliminate discrimination, …and any other conduct that is prohibited by or under the Equality Act; and advance equality of opportunity between persons who share a relevant protected characteristic and persons who do not share it.” 
In so doing, NICE must have due regard, in particular, to the needs to: 
1. remove or minimise disadvantages suffered by persons who share a relevant protected characteristic that are connected to that characteristic; and 
1. take steps to meet the needs of persons who share a relevant protected characteristic that are different from the needs of persons who do not share it. 
TSA has the opportunity to respond to this letter before I make my final decision on referral; I would invite you to explain how specifically you consider that NICE's conduct of the evaluation has breached the public sector equality duty.
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.1: Despite the Appraisal Committee recognising and acknowledging a large unmet need within the LGS patient committee, along with the fact that fenfluramine is already recommended as an add‑on to other antiseizure medicines for treating seizures associated with Dravet syndrome in people aged 2 years and older, it is unfair that patients with LGS with similar aetiology will not have access to a new treatment option.
I am not minded to refer this appeal point to the Appeal Panel.
That is because it is not clear to me from your letter how you consider the Committee's recommendation to be arguably unreasonable.  NICE's Guide to the technology appraisal and HST appeal process explains in section 4.3 what is meant by 'unreasonable' in the context of an appeal:
Draft guidance is produced after a formal evaluation process that includes structured evidence gathering, consultation, expert input and consideration by a broad-based committee. The appeal process cannot replicate those steps. Therefore, the properly exercised and reasonable judgement of a committee must be respected and NICE will not accept an appeal simply because a consultee disagrees with the views or conclusions in the final draft guidance.
However, a consultee may appeal if they consider that the recommendations in the final draft guidance cannot reasonably be justified from the evidence presented to the committee. This ground means that the guidance is obviously and unarguably wrong, illogical, or 'does not add up'. The appeal panel will not make its own judgements about the technology, but it will review the committee's decisions to see if they can reasonably be justified, based on the evidence that was available to the committee.
Your letter highlights a number of points that were considered and appear to have been well understood by the Committee in reaching their recommendation.  I cannot see any basis in your appeal letter for an arguable determination that the recommendation was unreasonable.  As noted above, I would invite you in any response to this letter to explain why, in your view, the Committee's conclusion was obviously wrong, illogical, or otherwise does not add up.
Appeal point 2.2: The Appraisal Committee’s refusal to consider the use of fenfluramine was based on an error and therefore cannot reasonably be justified in the light of the evidence submitted (feedback received from SUDEP Action)
I am minded to refer this appeal point to the Appeal Panel.   
I accept that the Committee's statement that "the results of an indirect comparison comparing fenfluramine with cannabidiol plus clobazam are uncertain" is arguably unreasonable in circumstances where there is no obvious discussion of the evidence considered in reaching that view, and where the statement is considerably different from the statement in the draft guidance that "an indirect comparison suggested that fenfluramine may be more effective than cannabidiol plus clobazam in reducing the number of drop seizures."
Conclusion 
The above sets out above my initial views on all of your appeal points.
In respect of your points which I am not minded to refer on you are entitled to submit further clarification and/or evidence to me within the next 10 working days, and I will then give a final decision on the points to put before an appeal panel.  For the points I am already content to refer on, an oral appeal will be held which is likely to be held remotely.
Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 3 June 2024..
Ordinarily appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process.  Use of additional written material is discouraged, and the panel cannot receive any new evidence.  If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 28 May 2024.  Please note that the appeal panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.
Yours sincerely
XXXXXXXXXX

Dr Mark Chakravarty
Lead Non-Executive Director for Appeals & Vice Chairman
National Institute for Health and Care Excellence
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