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

September 17, 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: Further clarification to points raised in initial scrutiny letter relating to the appeal submitted by Orion Pharma UK Ltd concerning the Final Draft Guidance – Ganaxolone for treating seizures caused by CDKL5 deficiency disorder in people 2 years and over (ID3988)

Thank you for your scrutiny letter, dated 03 September 2024, presenting your initial views of the validity of the Company´s appeal points.  
In the following we provide further clarifications for those Appeal points you initially propose not to refer to the Appeal Panel. 

[bookmark: _Toc1781931174][bookmark: _Toc326453917][bookmark: _Toc1696790691][bookmark: _Toc320995309][bookmark: _Toc2025235309][bookmark: _Toc304743380]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. It is also not clear whether the paediatric target population and ganaxolone’s small impact on NHS resources have been fully reflected in the considerations for defining the value of ganaxolone for the recommendation.
Thank you for proposing to refer this point to the appeal committee. 
However, Orion is also concerned about the extent to which flexibility, as allowed in the NICE Methods Guidance, has been applied by the committee in their consideration of the paediatric target population and low budget impact. There are only a few eligible patients in England and Wales (≈60), which would, with a PAS in place, have had only a low budget impact for the NHS. Furthermore, these patients would have been mainly children, with only a proportion of them continuing beyond 6 months, had the stopping rule been implemented.

In the FDG Conclusions (3.26), it is not specifically mentioned that the Committee have taken the paediatric target group or the low budget impact into account, when considering the acceptable level of uncertainty. The target population age is only discussed in the section 3.4, focusing on descriptively defining the treatment starting age. Additionally, the rarity of the condition has been considered only in light of how that may have caused uncertainty via limiting data collection. 

Therefore, we ask you to consider referring this Appeal point for the panel´s consideration in full, not only on account of the transparency point.

Appeal point 1(a).2: 
“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” 

We thank you for your intention to refer this topic. 


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.” 

 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, favoring Ganaxolone.” 
We apologize for having been unclear in this appeal point.  There are two separate justifications that seem to be referred to in the FDG, as a basis for claiming treatment effect waning. Below we try to clarify our view on both of these points. 
First – our interpretation was that as per section 3.14 of the FDG, the Committee had concluded that the values falling below 30% in the distribution of the HL shifts for seizure reduction for Responders would indicate treatment waning, because the Responder group had been initially defined as those achieving at least a 30% seizure reduction with ganaxolone. 
However, as explained in the ACM3 meeting, this is a misinterpretation of the evidence, as the HL shifts are showing incremental seizure reduction of ganaxolone compared to placebo, while the ’Responder’ definition is based on the absolute reduction in seizure frequency between the patients’ own baseline and the treatment maintenance period. In both study arms some patients worsened in the double-blind period, and some improved, including some patients in the placebo arm as well. Therefore, in the distribution of the patient level HL shifts – generated comparing all ganaxolone cases to all placebo cases - some ganaxolone Responders do have an incremental seizure difference value < 30% vs placebo. 

Also, the HL shift distribution, shown as part of the new model discussed at ACM3, reflects the ganaxolone incremental effect during the whole maintenance dose period of the double-blind phase, and there is no” later time point” that this HL shift data would refer to, so from that perspective either, the values falling below 30% in the given distribution curve could not be indicative of treatment waning.

Second - the time-series data submitted by the company means Figure 1 of the Company Addendum submitted for ACM3. The figure shows the incremental effect of ganaxolone vs placebo (i.e. the HL shift value) for reducing 28-day primary seizure frequency during the double-blind period of 17 weeks, split into 5 separate 28-day periods. 
5 periods were shown to include all the double-blind data available, and still trying to match the 28 day/ 4-week cycle length of the economic model. However, the 17 weeks point is within the 5th 28-day period. Therefore, because placebo patients switched to open label ganaxolone at the end of the double-blind period (week 17), the estimate at cycle 5 for value of HL shift is no longer indicative of the incremental seizure reduction of ganaxolone versus placebo, but instead shows the difference of the original ganaxolone group vs the placebo group shifted to ganaxolone, and who only just had started the active treatment by up titrating the dose within the cycle 5 shown. Naturally, any difference (HL shift) between the two ganaxolone groups is thus smaller than the HL shifts in cycles 2-4, where the comparison is between ganaxolone at the maintenance dose, versus placebo. 

Thus, to assume that the lower HL shift value of cycle 5 (compared to the earlier points where ganaxolone and placebo are actually being compared) represents treatment effect waning is a misinterpretation of the evidence, and therefore it is unreasonable to assume increased uncertainty in the cost effectiveness estimates on this account. 

Given the points above, we sincerely ask you to reconsider referring Appeal point 2.1.1 to the Appeal Panel as well.
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 

We thank you for the opportunity to provide further clarification on this point.
In the original model implementation, the EAG´s concern was that the QALYs increased when the stopping rule was applied. This was due to the increase in seizure frequency among select patients in the clinical trial and nonlinear utility values vs seizure frequency. As discussed with the Committee at ACM3, the company corrected the model through the implementation of the gamma distributions of patient-level Hodges-Lehmann (HL) shift of seizure reduction as well as the adjustment of the patient distribution in the Markov trace to always split patients as responders or non-responders at the beginning of the model. What perhaps may not have been understood in full detail is that combining these two corrections allows for more accurate utility estimates for responders and non-responders. If it were not for the assumption that non-responders were assumed to have the same utility as off-treatment patients, the utility estimates for non-responders would be lower than that of off-treatment patients. To allow for the quantifications of the incremental gains of ganaxolone, the company had to assume the placebo arm remains stable in the model. Therefore, with current model assumptions, patients considered non-responders will have the same utility values regardless of the stoppage of treatment simulated by the stopping rule. 
Given this, we sincerely ask you to reconsider referring Appeal point 2.1.2.2 to the Appeal Panel.

Summary of the Company comments/requests to the initial views of the Scrutiny letter of 03.09.2024:
	Appeal point
	Company comment

	1(a). 1
	Thank you for proposing to refer this point to the Panel. The Company requests that consideration be given to widening the scope of the points discussed. Further clarification provided. 

	1(a). 2
	Thank you for proposing to refer this point to the Panel

	2.1. / 2.1.1
	Further clarification provided. Company asks to reconsider referring this point to the Panel.

	2.1.2 / 2.1.2.1
	Thank you for proposing to refer this point to the Panel

	2.1.2./ 2.1.2.2.
	Further clarification provided. Company asks to reconsider referring this point to the Panel.

	2.2.
	Thank you for proposing to refer this point to the Panel



Yours sincerely
XXXXXXXXXXXXXXXXXXX
Head of Medical, UK and Ireland
(On behalf of the Orion ganaxolone submission team)
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