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FAO Ian Wariner Orion Pharma UK Ltd Abbey Gardens
4 Abbey Street Reading
Berks RG1 3BA


24 September 2024



Dear Ian Wariner

Re: Final Draft Guidance - Ganaxolone for treating seizures caused by CDKL5 deficiency disorder in people 2 years and over (ID3988)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 17 September 2024 responding to my initial scrutiny views. This is my final decision on initial scrutiny.

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

Having considered the additional arguments made in your letter of 17 September, I agree that this is a valid appeal point and will refer it to the Panel.

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 further 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.

Having considered the additional arguments made in your letter of 17 September, I agree that this is a valid appeal point and will refer it to the Panel as you make the case that the committee's conclusion rested on two misinterpretations of the evidence (as explained in your letter). The Appeal Panel may want to consider each of those alleged misinterpretations in turn
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and whether (if it agrees that the committee did misinterpret the evidence) this rendered its conclusion as to waning unreasonable in light of the evidence.

· 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
While I consider the committee's concern (that QALYs do not decrease when a stopping is applied in the model) to be reasonable at face value, you make the argument that there is an alternative explanation for this that does not support the committee's conclusion that implementation of the stopping rule is "structurally uncertain". Therefore, having considered the additional arguments made in your letter of 17 September, I agree that this is a valid appeal point and will refer it to the Panel.
Conclusion

Therefore the valid appeal points are:

· 1(a).1
· 1(a).2
· 2.1 (including 2.1.1 and 2.1.2)
· 2.2.

NICE will be in contact with you regarding the administration of the appeal, which will be held orally. Yours sincerely

                       XXXXXXXXXXXXXXXXXXXXX

Dr Mark Chakravarty

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











Page | 2
image1.png
N I c National Institute for
Health and Care Excellence




image2.png
N I C E www.nice.org.uk | nice@nice.org.uk




