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[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXXXXXXXX
Re: Final Draft Guidance - Cerliponase alfa for treating neuronal ceroid lipofuscinosis type 2 (MA review of HST12) [ID6145]
Thank you for your letter of 19 September 2025 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: Failure to consider the nature of the condition for an ultra-rare paediatric condition and innovative treatment
I consider it arguable that it would be procedurally unfair for the Committee to discount the real-world 6 year data without explaining what data it would consider to be sufficient. On that basis, I will therefore refer this appeal point to the Appeal Panel. 
Appeal point 1(a).2: Failure to act fairly in hearing evidence from patient experts at the fourth evaluation meeting  
I understand BDFA's position to be that the fourth committee meeting was procedurally unfair for the six reasons listed in your response to my initial scrutiny letter. Although I do not consider all of those points to raise arguable procedural unfairness – I consider that the two following aspects of the appeal point do raise an arguable ground: 
(1) Dr Ram was absent from the fourth committee meeting due to a delay to the schedule start time. BDFA considers that the fourth committee meeting was prejudiced as a result of Dr Ram's absence, as his evidence on real-world outcomes and current diagnostic practice were of importance to the decision-making. Dr Ram sought a meeting with NICE in lieu of his attendance at the fourth committee meeting, which was not taken further.

(2) That due to the delay to the scheduled start time, BDFA considers the session to have been condensed which hindered the patient experts' ability to discuss key issues. 
I therefore refer this appeal point to the Appeal Panel on the basis of the two elements of the appeal point stated above. The other four points advanced in BDFA's response to my initial scrutiny letter are not referred. 
Ground 1(b) : NICE has exceeded its powers 
Appeal Point 1(b)1 – Incompatibility with the Equality Act 2010
In light of the additional submissions made in your letter of 19 September 2025, I will refer this appeal point to the Appeal Panel in relation to unlawful indirect discrimination.
In reaching this conclusion I note that the Committee recognised and explicitly considered the submissions they received that not recommending Cerliponase alfa for children diagnosed after the end of the MAA extension would disproportionately impact younger children.  As set out in my initial scrutiny letter, indirect discrimination can be objectively justified as a proportionate means of meeting a legitimate aim.  The legitimate aim of a NICE evaluation is that of only recommending technologies which are considered to be both clinically and cost effective.  It is difficult to envisage circumstances in which it would be disproportionate to make a negative recommendation in respect of  a technology that is not cost-effective.  Nevertheless, I refer this point as it is not clear from the wording of paragraph 3.21 of the FDG that the Committee considered this issue.  I note in this regard that the obligation on NICE is to avoid unlawful indirect discrimination in substance, and there is no freestanding obligation to explain how it has met the duty.
I will not refer the appeal point in relation to compliance with the PSED, which is, in my view, demonstrated by paragraph 3.21 of the FDG and the three equality impact assessments published amongst the project documents.  I therefore re-word the appeal point as:
· "Incompatibility with section 29 of the Equality Act 2010".
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.1: Unreasonable interpretation of clinical effectiveness 
I note that Appeal Point 1(a)1 and 2.1 relate to the same concern – that the Committee's rejected the real-world 6 year data set without explaining what further evidence would have been considered sufficient.
I will refer 1(a)1 to the Appeal Panel as I consider it arguable that it is procedurally unfair for the Committee to discount the real-world 6 year data without explaining what data it would consider to be sufficient. 
With that in mind, I have considered whether the same act is also arguably unreasonable. Under this appeal point in your response to my initial scrutiny letter, you note that "no explanation was given of what further evidence would have been considered sufficient". Despite the fact that you proceed to say that this would render the conclusion irrational, I consider that arguable failure to give reasons or to provide sufficient explanation is fundamentally a procedural ground, rather than one of rationality. 
For that reason, I am not minded to refer appeal point 2.1 to the Appeal Panel, but consider that the same material issue will be properly addressed under the Appeal Panel's consideration of appeal point 1(a)1. 
Appeal point 2.2: Failure to consider relevant material / reliance on unrepresentative data  
I will refer this appeal point to the Appeal Panel. 
Appeal point 2.3: Exclusion of relevant quality-of-life and caregiver benefits
Having considered your additional submissions carefully, I remain of the view that this does not raise an arguable appeal point.  I will therefore not refer this appeal point to the Appeal Panel. 
In your response to my initial scrutiny letter, you note that "the Manual at para 4.3.17 imposes a separate duty to consider carer health effects". I consider that the Committee has done so through accepting the Company's approach to incorporating caregiver and sibling disutility into the model. This also accounts for the broader family impact which you state has been excluded from cost-effectiveness assessment. 
The Committee has taken into account carer and family utility in evaluating the cost-effectiveness of cerliponase alfa (as demonstrated in the FDG), and  I therefore do not consider it arguable that the Committee has unreasonably excluded caregiver QALY benefits from its assessment, or at all. 
As a result, I will not refer this appeal point to the Appeal Panel. 
Conclusion
Therefore the valid appeal points are:
Appeal point 1(a).1: Failure to consider the nature of the condition for an ultra-rare paediatric condition and innovative treatment
Appeal point 1(a).2: Failure to act fairly in hearing evidence from patient experts at the fourth evaluation meeting  
Appeal Point 1(b)1 – Incompatibility with section 29 of the Equality Act 2010
Appeal point 2.2: Failure to consider relevant material / reliance on unrepresentative data  

NICE shares the valid appeal grounds of each appellant with the other appellants to assist with preparation for the hearing.  
NICE will be in contact with you regarding the administration of the appeal, which will be held orally. 

Yours sincerely
XXXXXXXXXXXXXXXXXXXXXXX

Mark Chakravarty 
Lead NED for Appeals
National Institute for Health and Care Excellence
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