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FAO XX X XX XXX

Orion Pharma (UK) Ltd Abbey Gardens
4 Abbey Street Reading, Berkshire
RG1 3BA




Tuesday 3 September 2024 Dear XX X XX XXX
Re: Final Draft Guidance – Ganaxolone for treating seizures caused by CDKL5 deficiency disorder in people 2 years and over (ID3988)
Thank you for your letter of 27 August 2024, lodging an appeal against the above Final Draft Guidance (FDG).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.
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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: It is Orion Pharma’s position that the ultra-rare nature of CDKL5- deficiency- associated-epilepsy appears not to have been fully considered when determining the level of acceptable uncertainty in defining the Committee’s recommendation

I consider that the committee understood the target population (para 3.4 FDG) and the rarity of the condition and associated difficulties with evidence generation and uncertainty in the model (paras 3.1, 3.22, 3.25, 3.26 FDG).
However, I am minded to refer this appeal point to the Appeal Panel as regards whether the FDG provides an adequate explanation of how the committee took those factors into account in its decision- making, bearing in mind sections 6.2.32 and 6.2.34 of the Manual.
Appeal point 1(a).2:[image: ]The Committee has failed to consider the high unmet need for seizure reduction in these children, and the potential implications of their proposed guidance for the health risk in the children with CDD, and for NHS resource needs
I understand your point to be that the Committee did not take into account and/or the FDG does not explain adequately how it took into account the consequences for patients and the NHS of NICE recommending a treatment that is not in fact cost effective.
I am minded to refer this appeal point to the Appeal Panel.

I anticipate the Panel will wish to explore whether and how the Committee took those factors into accounts, whether this was required by section 6.2.33 of the Manual and/or procedural fairness generally and whether the FDG provides adequate reasoning.

Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE

Appeal point 2.1: The committee’s decision to reject the available cost-effectiveness estimates as a result of perceived uncertainty is based on misinterpretation and is therefore unreasonable.
You have divided this appeal point into two distinct arguments, which I consider in turn.

· 2.1.1 On the basis of the evidence submitted and clarification provided in Committee meeting 3, it is unreasonable to assume that effect waning takes place, adding to the uncertainty of the cost-effectiveness estimates, favouring Ganaxolone.
I understand that you disagree with the EAG's and Committee's approach and conclusions on treatment waning. However, in order for me to assess whether this is an arguable point I invite you to explain to me in your response to this letter why you say it the approach and/or conclusions are unreasonable on the evidence (in the sense of being obviously and unarguably wrong, illogical, or 'does not add up' (as is required under ground 2: see para 4.3 of NICE's appeal process guide1).


[bookmark: _bookmark0]1 https://www.nice.org.uk/process/pmg41/resources/guide-to-the-technology-appraisal-and-highly- specialised-technologies-appeal-process-pdf-72286831312837
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In particular, you assert that the committee's conclusion at 3.14 of the FDG is "not valid" as the patient level HL shifts for Ganaxolone seizure reduction vs. placebo are not absolute but relative seizure effects (vs placebo). I invite you to explain to me in your response to this letter why you say it is unreasonable to include a waning effect because the HL shifts are relative.
Similarly, I invite you to explain why you consider it is unreasonable to consider that comparing 2 groups of patients on Ganaxolone against one another (as you say is /occurring in the shift estimate of cycle 5) provides evidence of treatment waning.
· 2.1.2. The committee’s decision to neglect the available cost-effectiveness estimates based on structural uncertainties of the model is based on misinterpretation and is therefore unreasonable.
You make two sub-arguments under this argument, as follows:

· 2.1.2.1 Structural uncertainty in the model – breaking randomization
I am satisfied that this argument is arguable so, subject to your response to this letter, I am minded to refer point 2.1 to the Appeal Panel as regards your argument at 2.1.2.1.
· 2.1.2.2 The Committee’s view that similar total QALY gain with stopping rule versus without, implies structural uncertainty of the model, is erroneous and therefore unreasonable
I understand that you disagree with the EAG's and Committee's concerns about the model arising from the impact of applying a stopping rule. I invite you to explain why you consider this to be the case. The fact that the company implemented measures to seek to correct for the issue does not render remaining concerns about the issue unreasonable.

Appeal point 2.2: In light of the severe, ultra-rare, paediatric target population, and the evidence and cost-effectiveness estimates provided by the company and EAG, it is unreasonable that NICE, contrary to the Methods guidance, does not appear to have considered a higher degree of uncertainty.
I am minded to refer this appeal point to the Appeal Panel. 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. Responses must deal only with requested clarifications, or arguments or comments about the lead non-executive director for appeals' initial view that an appeal point is not valid. For the points I am already content to refer on, an oral appeal will be held, which will 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 24 September 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 8 October 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
		
		XXXXXXXXXXXXXX

Dr Mark Chakravarty

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