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27rd August 2024

Dr Mark Chakravarty
Lead Non-executive Director NICE Appeals – Technology Appraisals and Highly Specialised Technologies
National Institute for Health and Care Excellence 2nd Floor
2 Redman Place London E20 1JQ

Dear Dr Chakravarty,

Re: Final Appraisal Determination – Ganaxolone for treating seizures caused by CDKL5 deficiency disorder in people 2 years and over

CDKL5 UK would like to formally appeal Final Appraisal Determination – Ganaxolone for treating seizures caused by CDKL5 deficiency disorder in people 2 years and over on the grounds the in making the assessment that preceded the recommendation on ground 1a, that in making the assessment that preceded the recommendation, NICE has: failed to act fairly.

1a.1	Over-reliance on the placebo data to determine outcome of efficacy and also to not include Ganaxolone under the HST programme.
· CDKL5 UK believe, NICE has failed to consider and understand the extremely intractable nature of CDKL5 related epilepsy and this led to Ganaxolone not being assessed under the HST programme. Children with CDKL5 related seizures are difficult to treat, and therefore any trials which is designed with solely seizure reduction as an outcome measure is going to be difficult, because it is rare for children to maintain continuous stability in the frequency of their seizures. Children entering into the trial would have been because polypharmacy was not working and there is exacerbation in their seizure disorder. We also wonder why the Company was not offered managed access programme, and if they did not know to request, why this was not offered.
Due to the length of time the appraisal took, further data provided by the company during the final committee meeting (EQ5 data which was collected using a comprehensive survey which canvassed over 100 families who care for children with CDD) was not adequately considered, CDKL5 UK believes, given the nature of CDKL5 related seizures, and the fact CDKL5 is a rare disease there should have been an opportunity for a further meeting where this information could have been considered more accurately to create a more structurally sound economic model. It should also be noted that after the first final negative recommendation which was withdrawn, there was a period of time where NICE were apparently working with the Company. Why was there not sufficient dialogue with the company so they were able to rectify and submit an adequate economic model based on more accurate EQ5 data?
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· It was acknowledged we believe the use of proxy conditions only served to complicate the appraisal which resulted in an inadequate understanding of CDKLK5 deficiency disorder by both the Company, the Committee and the EAG which we believe has impacted on the decisions and recommendations made. It should also be noted that after the first final negative recommendation which was withdrawn, there was a period of time where NICE were apparently working with the Company. Why was there not sufficient dialogue with the company so they were able to rectify and submit a adequate economic model based on more accurate EQ5 data?
· Given Ganaxolone is used to treat many children now worldwide with CDKL5 deficiency disorder, we believe this discriminates against our UK patients who are not afforded the same right to a seizure medication which has shown efficacy in CDKL5 deficiency. We also believe, if the committee and EAG felt there was insufficient evidence, why was there no recommendation for managed access programme which could have resulted in more effective data being gathered over a longer period of time. This would undoubtedly serve to assist with further applications to NICE for CDKL5 in the coming years. CDKL5 UK feel given the rarity of CDKL5, current lack of data such as natural history and longitudinal studies, any further applications for other medications will be met with the same resistance as it felt impossible during the process to adequately put across the quality of live benefits of even small improvements in seizure burden to caregivers and the children.


Conclusion
CDKL5 UK feel disappointed in the recommendation given Ganaxolone has been approved by the MHRA. We feel the lack of data about the seizure burden and natural history of the condition has discriminated against our patients being able to access Ganaxolone which has been proven to be an effective treatment for CDKL5 related seizures, we also felt the committee did not recognise that some reduction in seizures would not impact their quality of life. In addition to not allowing the appraisal to be considered under HST, why NICE were not able to adequately negotiate with the Company during the period between the first negative recommendation which was withdrawn, and why was managed access programme not considered as an outcome, if they company needed to request this, then this should be openly communicated to them as an option.

CDKL5 UK request for an oral appeal. Yours sincerely
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Chairperson of CDKL5 UK and
On behalf of the Trustees and families living with CDKL5
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