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5 September 2025
[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXXXXX
Re: Final Draft Guidance – Cerliponase alfa for treating neuronal ceroid lipofuscinosis type 2 (MA review of HST12) [ID6145]
Thank you for your letter of 28 July 2025, lodging an appeal against the above Final Draft Guidance ("FDG").  
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are: 
· 1(a) NICE has failed to act fairly, or 
· 1(b) NICE has exceeded powers;
· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.
This letter sets out my initial view of the points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information, are arguable, and fall within any one of the grounds will your appeal be referred to the Appeal Panel. 
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I make my final decision as to whether each appeal point should be referred to the Appeal Panel. Your response to this letter must not contain new points of appeal. Responses must deal only with requested clarifications, arguments or comments about my initial views. Your response to this letter will usually be the last opportunity to elaborate or provide clarification to the appeal, unless you are specifically invited to submit material at a later date. Any uninvited material submitted after your response to this letter will be rejected. 
Initial View
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 am not currently minded to refer this appeal point to the Appeal Panel. 
I note that cerliponase alfa has been considered at four committee meetings during this appraisal process. Although I recognise that in rare diseases such as CLN2, there is a need to give particular weight to clinical expert input, I also recognise that in scheduling committee meetings NICE is tasked with balancing the availability of numerous experts, clinicians, committee members and patient representative. I therefore do not consider it procedurally unfair per se for the second committee meeting to have been arranged at a time at which Dr Ram was unavailable. This is especially the case given that this was the second of four committee meetings. 
I understand that the fourth committee meeting was scheduled to start at 12pm, but did not start until 3pm – and that consequently Dr Ram was unavailable for the fourth meeting, having been available at the scheduled start time. 
As above, given the extensive opportunity for clinical expert input in previous committee meetings, I do not consider it inherently procedurally unfair for the fourth committee meeting to have started later than the scheduled start time. However, if the Company is minded to pursue this appeal point, I would invite you to explain in response to this letter whether you consider there to have been material omissions in the evidence and expertise available to the committee as a result of Dr Ram's absence and if so, what these were and whether the Company took any steps following ACM 4 to seek to remedy the omissions. 
Appeal point 1(a).2: The Committee process included an extended and insufficiently transparent delay in issuing draft guidance  
I am not currently minded to refer this appeal point to the Appeal Panel. That is because I do not consider the intervals between issuing draft guidance in this appraisal to give rise to any inherent procedural unfairness. Although NICE has a broad objective to conclude appraisals expeditiously, it is important that sufficient time is given in between publication of draft guidance to enable managed access agreement discussions. It is not clear in your appeal letter what period of time during the intervals between publications of draft guidance was occupied by managed access discussions. 
Further, there is no fixed time period for the publication of draft guidance, which varies between each appraisal for numerous reasons. I do not consider there to have been delay amounting to procedural fairness in this appraisal, and consequently I am not minded to 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 
I am not currently minded to refer this appeal point to the Appeal Panel.
Paragraph 3.7 of the FDG notes that NHS England is "uncertain whether it [the Generation Study] will result in NBS for CL2 becoming routinely available". As you will be aware, the Committee will only take into account the evidence available to it at the time of the appraisal. The Committee cannot be expected to attribute quantitative weight to developments which may affect the technology in the future. It would be outside the Committee's remit to make a positive recommendation for a technology that is otherwise not considered clinically and cost effective for use on the NHS, because doing so would have a bearing on the NHS's adoption or otherwise of a screening programme for the disease that the technology addresses,
However, the Committee has recognised in the FDG the possibility of newborn screening in the future, and I consider that it has taken this into account in its decision making.
I would remind the Company of the availability of NICE's surveillance review process, which considers new evidence that may affect the recommendation (see Section 8 of the Manual for further detail).  
Appeal point 1(a).4: The Committee failed to properly discharge its Equality Act duty 
First, I note that appeal points relating to the Committee's application of the Equality Act 2010 are properly brought under Ground 1(b), and I have considered this appeal point as such. 
I understand your appeal point to be that the decision not to recommend cerliponase alfa will have a greater effect on people with CLN2 who do not currently receive the technology under the Managed Access Agreement than on those who do currently receive the technology under the Managed Access Agreement and will continue to do so.  You say that those in the first group are typically younger than those in the second, and that those younger children (i.e. sharing the protected characteristic of age) are at a particular disadvantage because of the negative recommendation. 
In any decision not to recommend a treatment for routine use in NHS, there may be certain patients who remain on or eligible for the treatment – whether through a managed access agreement, compassionate use or enrolment in a clinical trial. The FDG is clear at paragraph 1.2 that "People already having cerliponase alfa for treating CLN2, or who start cerliponase alfa before the end of the managed access period can continue with treatment until they and their NHS healthcare professional consider it appropriate to stop". 
It is implicit by the nature of NICE guidance that those who were eligible for the treatment before the FDG is published (and may have been eligible for the treatment under the aforementioned schemes) will be older than those who later become eligible for treatment which was not recommended by NICE as it was not considered cost-effective. 
Further, in almost all NICE evaluations, a negative recommendation will impact some patients sharing a protected characteristic more than other patients not sharing that protected characteristic.  For the purposes of this initial scrutiny letter, I am content to proceed on the basis that the impact you have identified may arguably amount to indirect discrimination.  However, as you will be aware, 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.  
I do not consider it arguable that there could be any indirect discrimination in this case that is not objectively justified. Any indirect discrimination that may be caused to younger people as a result of the negative recommendation of cerliponase alfa would be a proportionate means of achieving NICE's legitimate aim of focusing healthcare resource on interventions that have been proven to be cost effective.
In accordance with its public sector equality duty, it is clear to me from the Committee Papers that the Committee considered potential equality impacts of the recommendation in reaching its decision, and concluded that there were no equality impacts that would give rise to a decision modifier.
Consequently, I do not consider this to be a valid appeal point and am not currently minded to refer this 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. 
I understand this appeal point to be a note for the record, rather than an arguable appeal point per se. I will pass your comments onto the relevant team at NICE. 
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.1: The HST process does not adequately account for the severity of the condition.
I understand this appeal point to raise two distinct points.  The first point made is that, whilst the Committee has applied the maximum QALY weighting permitted in the HST process, that process does not permit the Committee to apply a separate severity weighting in the way that a committee conducting an single technology appraisal is able to do.  I am not minded to refer this point to the appeal panel.  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. I do not understand you to be arguing that the conclusions drawn by the Committee in this case were unreasonable in light of the requirements of the Manual, and those requirements cannot themselves be challenged by way of an appeal against a specific recommendation.
I understand the second point made to be that the Committee has calculated the appropriate QALY weighting on the basis of patient QALYs only, and has not also considered carer QALYs.  I am also not minded to refer this appeal point to the Appeal Panel, on the basis of my understanding that the Committee has applied the maximum QALY weight permissible under the HST process guide, and accordingly, additional consideration of carer QALYs could not have made any difference.
You will note that section 6.2.23 – 6.2.25 of the Manual provides that depending on the number of QALYs gained over the lifetime of patients, when comparing the new technology with its relevant comparator(s), the committee will apply a weight between 1 and 3 using equal increments, for a range between 10 and 30 QALYs gained. 
Section 3.19 of the FDG considers whether cerliponase alfa qualifies for the criteria for applying a QALY weighting, and I understand the Committee to have applied the full QALY weight (i.e. 3) should be applied. 
Under section 6.2.34 the Manual also provides that:
"there are certain technologies or populations for which evidence generation is particularly difficult because they are:
· rare diseases
· for use in a population that is predominantly children (under 18 years old) 
· innovative and complex technologies. 
In these specific circumstances, the committee may be able to make recommendations accepting a higher degree of uncertainty. The committee will consider how the nature of the condition or technology(s) affects the ability to generate high-quality evidence before applying greater flexibility
Within the confines of the Manual and the HST Interim Process Guide, 3 is the maximum possible weighting that can be applied to HSTs. In the circumstances of this appraisal, and exercising its discretion by reference to the criteria set out above, to account for any outstanding uncertainty the Committee concluded that the QALY weighting should be increased by 0.2. 
I consider that in doing so, the Committee clearly recognised the significant QALY gains that cerliponase alfa offers, but that even with this maximum possible weighting the plausible ICER was still not considered cost-effective at the price point offered by the Company.
For that reason, I do not consider this to be a valid appeal point. 
Appeal point 2.2: There was an inadequate justification for rejecting the most clinically relevant transition probability dataset. 
I understand this appeal point to advance two separate points, and I would invite the Company to divide these into two separate points should you be minded to pursue either further in response to this letter. 
I understand your first point to be that there was inadequate justification provided for rejecting the transition probability dataset.  I understand your second point to be that it was unreasonable for the Committee to have dismissed the rationale for removing background care costs on the basis that lifetime cost effects are not unique to CLN2 disease and that the main cost drive was the acquisition of cerliponse alfa. I will address both in turn. 
First, I do not consider it arguable that the Committee's decision to reject the probability dataset is unreasonable. I am reminded of the definition of a valid Ground 2 appeal point under the Guide to the technology appraisal and HST appeal process, "that the guidance is obviously and unarguably wrong, illogical or "does not add up". " 
At section 3.10 of the FDG, there is detailed and extensive explanation as to why the Committee has rejected the transition probabilities dataset provided by the Company and considered the pooled data to be more plausible. The fact that the Company and the Committee prefer two different outcomes is not inherently indicative of unreasonableness. I consider that on the face of the FDG, the Committee has put forward plausible reasons for preferring the pooled data, and that there is no arguable unreasonableness. 
Secondly, I have considered whether it was arguably unreasonable for the Committee to have removed the background costs from the non-reference case. Section 3.15 of the FDG concludes that "the Committee had not seen any evidence to change its preference that only the reference-case analyses should be used for decision making".  You will note that the Manual provides at paragraph that in considering both reference and non-reference case, the Committee will consider the following: 
"The committee will consider in its decision making both the reference-case and non-reference-case analyses, taking into account the nature of the specific circumstances of the evaluation including the population, care pathway and technology, as well as:
· the extent to which the cost effectiveness of the technology is driven by factors outside its direct costs and benefits
· if the NHS is already providing care that would not be considered cost effective at NICE's normal levels
· if the high-cost care is separate from direct, intrinsic consequences of the technology (such as a side effect or administration cost)
· the extent to which commercial solutions would address the issue."
I note that the Committee considered the removal of background costs in the FDG and reached a reasoned conclusion.  I also note in passing that background costs do not appear to have been removed in the previous appraisal on this topic.  Whilst I am not currently minded to refer this appeal point to the Appeal Panel, I would invite the Company to explain in its response to this letter which of the above factors it considers the Committee failed to take into account in deciding to prefer the reference case (which I note is the default position absent good reason to adopt the non-reference case). 
Conclusion 
The above sets out my initial views on all of your appeal points.
In respect of your points which I am not minded to refer on you are entitled to submit further clarification and/or evidence to me within the next 10 working days, and I will then give a final decision on the points to put before an appeal panel.  Responses must deal only with requested clarifications, or arguments or comments about the lead non-executive director for appeals' initial view that an appeal point is not valid. 
Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 26 September 2025.
Ordinarily appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process.  Use of additional written material is discouraged, and the panel cannot receive any new evidence.  If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 4 November 2025.  Please note that the appeal panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.
Yours sincerely
XXXXXXXXXXXXXXX
Dr Mark Chakravarty
Lead Non-Executive Director for Appeals
National Institute for Health and Care Excellence
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