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26 September 2025

[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXX
Re: Final Draft Guidance - Cerliponase alfa for treating neuronal ceroid lipofuscinosis type 2 (MA review of HST12) [ID6145]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: The Committee process did not ensure adequate capture of the clinical and lived-experience perspectives necessary to understand this rare disease in real-world practice
I will refer this appeal point to the Appeal Panel. 
Appeal point 1(a).2: The Committee process included an extended and insufficiently transparent delay in issuing draft guidance  
In my initial scrutiny letter, I explained that I did not consider the intervals between issuing draft guidance in this evaluation to give rise to any inherent procedural unfairness. In your response to my letter, you contended that "the extended delay lacked transparency and created uncertainty for stakeholders". As noted in my initial scrutiny letter, the time period for the publication of draft guidance varies between each appraisal for numerous reasons. 
I remain of the view that the intervals between issuing draft guidance in this appraisal were not so far outside the ordinary course of an STA that it was procedurally unfair. As a result, I will not refer this appeal point to the Appeal Panel. 
Appeal point 1(a).3: Failure to consider that lack of treatment access may jeopardise the implementation of newborn screening for CLN2 
Having carefully considered your additional submissions, I remain of the view that this does not raise an arguable appeal point and so confirm that I will not refer this appeal point to the Appeal Panel. That is because, as I noted in my initial scrutiny letter, the Committee cannot be expected to attribute quantitative weight to developments which may affect the technology in the future; notwithstanding that the Committee did recognise and take account of that potential development in its decision making.  I do not consider that that analysis is affected by the additional details provided in your letter of response. You note that newborn screening is "a near-term reality not a hypothetical". That being the case, it remains true that it was not evidence available to the Committee at the time of appraising cerliponase alfa for treating CLN2, and so I do not consider it to be procedurally unfair for the Committee to have accounted for that future possibility qualitatively rather than quantitatively. 
Separately, you have noted in your response to my initial scrutiny letter that in relation to NICE's surveillance review process "our understanding is that the availability of evidence supporting the early detection via newborn screening would not itself trigger that process". You may be assisted by section 8.2.1 of the Manual, which provides that "changes in the care pathway" is one of the sources that NICE will take into account in deciding when a guidance topic should be reviewed. 
I would consider the introduction of a screening programme capable of having a direct impact on clinical outcomes, cost-effectiveness and equity of access to be a relevant factor that NICE would take into account in deciding when a guidance topic should be reviewed. 
Appeal point 1(a).4: The Committee failed to properly discharge its Equality Act duty 
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 would therefore re-word the appeal point as:
· 1(b)1: The Committee failed to meet its duty under section 29 of the Equality Act 2010.
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 note the new point in your letter that "there would be discrimination between children who live in England and children living in Scotland".  As this is does not engage a protected characteristic, I will not refer this new point to the Appeal Panel.
Appeal point 1(a).5: The Committee process included inappropriate commentary based on misleading and incorrect assumptions from a committee member beyond the evidence and appraisal criteria. 
Having carefully considered the additional argument in your letter, I remain of the view that, whilst unfortunate, this does not raise an arguable appeal point.  I do not consider it arguable that the comments could have influenced the outcome of the evaluation. As confirmed in my initial scrutiny letter, your comments have been passed onto the relevant team at NICE, but I will not refer this appeal point to the Appeal Panel.
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.1: The HST process does not adequately account for the severity of the condition.
I understand the Company's position to be that that increased QALY weighting of 0.2 attributed to cerliponase alfa as a result of the rarity of CLN2 was insufficient and did not adequately account for its severity. As I noted in my initial scrutiny letter, an appeal can only relate to final draft guidance (for a technology appraisal or highly specialised technologies evaluation) or the way that the evaluation was done. An appeal cannot be brought against the provisions of the Manual.
Having regard to the provision in the Manual that "the Committee may be able to make recommendations accepting a higher degree of uncertainty", I consider that the Committee exercised this discretion by increasing the QALY weighting by 0.2 in addition to the maximum possible weighting of 3 available in HSTs.
In reaching this decision, I have been guided by the definition of unreasonable in the Appeals Guide, that "the guidance is obviously and unarguably wrong, illogical, or "does not add up". I do not consider it arguable that the Committee's decision making is unreasonable. On the contrary, I consider that the Committee has, in recognition of the fact that cerliponase alfa is an innovative technology for an ultra-rare paediatric disease, exercised its discretion to apply the maximum QALY weighting of 3 (and a further QALY weighting of 0.2) to account for the uncertainty.
I consider this to be a reasonable approach within the confines of the Manual, and will therefore not refer this appeal point to the Appeal Panel. 
 Appeal point 2.2: There was an inadequate justification for rejecting the most clinically relevant transition probability dataset. 
I will refer this appeal point to the Appeal Panel. 
Conclusion
Therefore the valid appeal points are:
Appeal point 1(a).1: The Committee process did not ensure adequate capture of the clinical and lived-experience perspectives necessary to understand this rare disease in real-world practice; and
Appeal point 1(b)1: The Committee failed to meet its duty under section 29 of the Equality Act 2010.
Appeal point 2.2: There was an inadequate justification for rejecting the most clinically relevant transition probability dataset. 
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
XXXXXXXXXXXXXXXXXXXXX

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