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Sent by e-mail only: XXXXXXXXXXXXXXXXXXXXX
FAO XXXXXXXXXXXXXXXX 
Batten Disease Family Association CIO
PO Box 379
Shipley
BD18 379

5 September 2025
[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXXXXXX
Re: Final Draft Guidance – Cerliponase alfa for treating neuronal ceroid lipofuscinosis type 2 (MA review of HST12) [ID6145]
Thank you for your letter of 29 July 2025, lodging an appeal against the above Final Draft Guidance ("FDG").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: Failure to consider the nature of the condition for an ultra-rare paediatric condition and innovative treatment
I understand your appeal point to be that the Committee unfairly failed to give adequate consideration to how the nature of the condition affects the ability to generate high-quality evidence, and that this led to a failure to apply greater flexibility afforded to it under the relevant provisions of the Manual. In particular, you refer to the small paediatric population.
The Manual provides at section 6.2.23-6.2.25 that for highly specialised technologies, the committee will consider the size of incremental QALY gain, and apply additional weight to QALY benefits according to the size of those benefit. Incremental QALY gains of 10 or less will be weighted 1, 11 to 29 will be weighted between 1 and 3 (using equal increments), and 30 or more weighted 3.
The Committee concluded in paragraph 3.19 of the FDG that the full QALY weight associated with its preferred assumptions (which I understand to be the maximum: 3) should be applied because it is likely that cerliponase alfa offers significant QALY gains.  
Section 6.2.34 of the Manual 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.
The FDG recognises, also in paragraph 3.19, that all three of the above apply to cerliponase alfa, and that it was appropriate to accept a higher degree of uncertainty.  The Committee further acknowledged that the circumstances of the evaluation contributed to the uncertainty, and that whilst much of this had been mitigated by the inclusion of certain assumptions, to account for any outstanding uncertainty, the Committee concluded that the QALY weighting should be increased by an additional 0.2.
In the light of this clear evidence of the Committee's consideration and application of QALY weighting, I am not currently persuaded that this appeal point is arguable. 
Appeal point 1(a).2: Failure to act fairly in hearing evidence from patient experts at the fourth evaluation meeting  
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 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. 
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 BDFA 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 BDFA took any steps following ACM4 to seek to remedy the omissions. 
Ground 1(b) : NICE has exceeded its powers 
Appeal Point 1(b)1 – Incompatibility with the Equality Act 2010 
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 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. 
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 understand the core of this appeal point to be that Committee unreasonably did not afford sufficient flexibility to accommodate uncertainty. You illustrate this by reference to three reasons:   
1. It imposed evidential demands that are structurally unachievable in a condition with 3-6 new cases per year, even when the entire patient population is followed under an agreed protocol.
2. It failed to explain what further evidence would have been accepted as sufficient, despite acknowledging the unique constraints of ultra-rare paediatric diseases.
3. It failed to apply the flexibility required by PMG36 6.2.34 which directs the committee to accept greater uncertainty in ultra-rare, paediatric and innovative treatments. 
I do not consider the above to constitute arguable unreasonableness. That is because the HST only applies to rare conditions, with small patient populations. It is implicit in the design of the HST process that more flexibility is needed than in technology appraisals to accommodate for the inherent uncertainty associated with those patient populations. 
I agree that the Manual at 6.2.34 allows for greater uncertainty to be taken into account in ultra-rare, paediatric and innovative treatments, which the Committee has done here by an additional QALY weighting of 0.2. 
I also understand the Committee to have applied the maximum QALY weighting available to HST's of 3. 
In light of all the above, I consider that the Committee has applied considerably flexibility, and explained its reasons for doing so cogently.  I cannot see that the approach taken was arguably unreasonable. 
Appeal point 2.2: Failure to consider relevant material / reliance on unrepresentative data  
First, I note that your appeal letter indicates that the conclusion on pooled data is "procedurally flawed and unreasonable". As this appeal point has been advanced under Ground 2, I will only consider at initial scrutiny the reasonableness grounds associated with this appeal point. 
I do not consider it arguable that the committee failed reasonably to take into account the relevant considerations which you list in your appeal letter. That is because: 
(1) Failure to use a representative incident cohort 
a. The Committee can only rely on the data and evidence before it, and the data in question here was the cohort in the MAA. 
b. The Company can seek a review of the available evidence under NICE's Guidance Surveillance programme should new evidence which changes the recommendation comes to light in future. 
(2) Agreement on appropriate baseline distribution
a. The Committee has explained at length at paragraph 3.10 why it preferred to use pooled data in its decision making.
(3) Distortion from Covid-19
a. The possible impacts of Covid-19 on the MAA data set is recognised in the FDG at paragraph 3.7
It is clear that the Committee has taken account of these relevant factors in reaching its decision, and I am consequently not minded to refer this appeal point to the Appeal Panel. 
Appeal point 2.3: Exclusion of relevant quality-of-life and caregiver benefits
I understand this appeal point 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 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.
As noted above, the Committee applied the maximum QALY weighting available (i.e. 3). It is also the case that the Committee accepted the "company's approach to incorporating caregiver and sibling disutility into the model. So it thought that the QALY gains of carers and siblings were accounted for elsewhere in the cost-effectiveness model". 
Given that the Committee applied the maximum QALY weighting available in this appraisal, and accounted for QALY gains of carers and siblings elsewhere in the cost-effectiveness model, I do not consider it plausible that the Committee unreasonably excluded relevant QALY caregiver benefits. 
Consequently, I am not minded to refer this appeal point to the Appeal Panel. 
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
XXXXXXXXXXXXXXXXXXX
Dr Mark Chakravarty
Lead Non-Executive Director for Appeals
National Institute for Health and Care Excellence
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