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29 August 2025


Lead Non-executive Director for Appeals National Institute for Health and Care Excellence 2nd Floor
2 Redman Place London E20 1JQ

Dear Dr [Chakravarty],


Appeal against the Final Draft Guidance for cerliponase alfa (Brineura) [ID 6145]

The Batten Disease Family Association CIO (BDFA) is a national group representing patients and carers and is a consultee involved in the appraisal.
Neuronal ceroid lipofuscinosis type 2 (CLN2) is a form of Batten disease and is a rare and life-limiting neurodegenerative disorder. It causes children to lose their ability to walk, talk and see and leads to a shorter life expectancy. Cerliponase alfa (Brineura) is the only disease-modifying therapy available for CLN2 and has transformed lives under the Managed Access Agreement (MAA) in place since 2019, slowing disease progression and enhancing quality and length of life for affected children.
The legal and technical robustness of this appraisal decision for cerliponase alfa (Brineura) for CLN2 has been undermined by procedural unfairness, failure to take into account the evidence submitted and equality issues. As a result, the committee has reached conclusions that adversely impact the calculation of the ICER and render the Final Draft Guidance (FDG) unreasonable and irrational.
BDFA brings this appeal against the FDG on the following grounds (BDFA’s appeal is supported by leading UK clinical experts who have contributed their professional input):
Ground 1(a): Failure to act fairly
1a.1 – Failure to consider the nature of the condition for an ultra-rare paediatric condition and innovative treatment
NICE has not followed section 6.2.34 of the NICE Health Technology Evaluations Manual, which sets out that when a condition is ultra-rare or a technology is for use predominantly in children and/or is innovative - all three of these criteria apply to Brineura - the committee “will consider how the nature of the condition or technology(s)
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affects the ability to generate high-quality evidence before applying greater flexibility”
and may be able to make recommendations accepting a higher degree of uncertainty.
Page 2 of the FDG notes that “The committee took into account the condition's rarity, severity and the effect of cerliponase alfa on quality and length of life.” However, the committee has failed to give adequate consideration to how the nature of the condition affects the ability to generate high-quality evidence and has then failed to apply the greater flexibility available to the committee. Instead, the committee imposed evidence expectations that were unachievable in a population of 3–6 new UK cases per year, even without COVID-19 further constraining data collection, and despite having agreed a data collection plan as part of the MAA. With an estimated prevalence of
0.75 per million and an incidence of 0.5 per 100,000 live births in the UK, the committee set unrealistic demands for evidence in motor and language outcomes that the limited patient population cannot feasibly provide in order to meet its evaluation criteria. The committee focused on progression within the Motor-Language (ML) scale, but then rejected company analyses where “none of the children… had a change in ML score after 6 years of follow-up” (FDG 3.8), treating this as “too optimistic” and demanding longer-term proof. Such a requirement is impossible to meet in a population with fewer than 50 patients in the entire UK, and ignores patient, clinician, and teacher testimony of stabilisation.
Consequently, the committee has failed to act fairly in this regard in developing the FDG.

1a.2 – Failure to act fairly in hearing evidence from patient experts at the fourth evaluation meeting.
The fourth committee meeting commenced 2 hours and 20 minutes late due to scheduling delays. As a result, the session lasted only just over 2 hours, of which approximately 30-40 minutes were occupied by the presentation itself. This left inadequate time for questioning and discussion of key issues.
In addition:
· The Chair noted at the outset that the meeting was close to being inquorate, owing to members not returning from the earlier session.
· Patient experts reported that they had insufficient opportunity to present and discuss their evidence, with one BDFA representative feeling pressured to curtail closing remarks.
· At both the third and fourth meetings, a key clinical expert was absent, meaning
that the community’s evidence base was incompletely represented.
Under PMG36 3.3.18, where RCT-quality evidence is not feasible, “the committee will consider patient and clinical expert evidence” as an essential input to decision-making. The compressed format and absence of one of the designated experts meant that this requirement was not fulfilled.

It is a duty of NICE to be seen to act fairly. Given the significance of the fourth evaluation meeting in shaping the FDG, the decision not to reschedule the session deprived stakeholders of a fair opportunity to be heard. This constitutes a procedural irregularity and meant the committee was unable to fully consider all relevant evidence before finalising its recommendations.



Ground 1(b): Exceeded its powers
1b.1 – Incompatibility with the Equality Act 2010
This point was raised by the BDFA in response to the consultation on the draft guidance, but the committee’s response in 3.21 and 3.24 of the FDG did not properly address the legal issues. The BDFA therefore repeats it as a substantive ground of appeal.

The FDG recommendation provides that access to cerliponase alfa (Brineura) will cease after the current managed access period, ending on the earlier of 31 December 2025 or final guidance publication.
This creates an arbitrary and inequitable position:
· Children diagnosed before the cut-off will retain lifelong access to treatment;
· Children diagnosed after the cut-off, even if at an earlier disease stage or younger age, will be denied treatment entirely.
Given that there is no routine national screening programme for CLN2 (FDG 3.1), the timing of diagnosis is essentially a matter of chance. Families may therefore face a situation where one child diagnosed before the cut-off receives treatment for life, while a sibling diagnosed weeks later is denied access despite identical or greater clinical need.
This position results in:
· Indirect disability discrimination (Equality Act 2010, s.6 and s.19), as children with CLN2 (a qualifying disability) are placed at a particular disadvantage compared to others, based solely on diagnosis date.
· Indirect age discrimination, as younger siblings are disproportionately affected by being excluded due to later diagnosis.
· A breach of the Public Sector Equality Duty (s.149), which requires NICE to have due regard to the need to eliminate discrimination and advance equality of opportunity. The FDG provides no evidence that the committee gave proper consideration to this duty.
The committee’s discussion in 3.21 and 3.24 merely noted the existence of these issues but did not substantively evaluate whether the cut-off date constitutes indirect discrimination or how the PSED was discharged.

Accordingly, the FDG recommendation is incompatible with the Equality Act 2010 and
therefore outside NICE’s lawful powers.


Ground 2: Recommendation unreasonable in light of the evidence
2.1 – Unreasonable interpretation of clinical effectiveness
The FDG acknowledges that cerliponase alfa (Brineura) slows the progression of CLN2 (FDG 3.3–3.4). However, the committee discounted its transformative effect on the basis that “there is not much evidence about how well it works long term” (FDG, p.2). This conclusion is unreasonable in light of the evidence available and the context of an ultra-rare paediatric disease:

· The Managed Access Agreement (MAA) delivered six years of complete, prospectively collected national data covering all eligible English patients (2019–2024). This dataset was expressly intended to resolve clinical uncertainty and is far more comprehensive than is typically available in appraisals.
· Additional clinical study 190-203 and clinical expert testimony confirmed sustained benefit, particularly where diagnosis is now made earlier (FDG 3.3).
· Robust patient and carer evidence further demonstrated stabilisation or improvement in seizures, motor function, and quality of life.
The Committee’s reasoning is unreasonable because:
1. It imposed evidential demands that are structurally unachievable in a condition with 3–6 new UK 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 disease.
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.
By discounting all available real-world data and patient/clinician evidence as “insufficient”, while setting a standard that could never realistically be met, the committee acted unreasonably and fettered its discretion.

2.2 – Failure to consider relevant material / reliance on unrepresentative data
In 3.10 of the FDG, the Committee concluded that pooled data from multiple sources should be used for cost-effectiveness analysis. This conclusion is procedurally flawed and unreasonable:
1. Failure to use a representative incident cohort
· Clinical experts advised that outcomes from earlier patients in the MAA (originating from the pivotal trial and compassionate use programme) are not representative of future patients, as those patients were diagnosed later and therefore derived less benefit from treatment.
· Since the start of the MAA, increased clinical awareness has led to earlier diagnosis. For the past two years, all newly diagnosed children have presented with a CLN2 score of 6 or 5.
· The Committee itself acknowledges (3.3 of the FDG) clinical experts’
opinion that earlier diagnosis leads to better outcomes.
2. Agreement on appropriate baseline distribution
· Clinicians, BioMarin, the EAG, and NICE had all agreed during the course of the last two evaluation meetings that the appropriate distribution for

modelling incident patients was a cohort comprising scores 6, 5, and 4, in proportions reflecting current practice (3.7 FDG).
· By instead relying on pooled data including later-diagnosed trial and compassionate-use patients, the committee disregarded this consensus and materially understated the benefits applicable to the actual future patient population.
3. Distortion from COVID-19 period
· The committee acknowledged that COVID-19 disrupted treatment access and data collection, making outcomes appear worse than under normal circumstances.
· Incorporating this pandemic-affected data into pooled analysis introduced a systematic downward bias that does not reflect normal clinical practice.
In summary, the committee failed to take account of relevant considerations by basing its analysis on pooled data that is not representative of future patients. This reliance led to an unreasonable and biased approach to cost-effectiveness modelling.

The BDFA recognises that the ground has shifted and acknowledges the present realities of early diagnosis. The BDFA therefore requests that, in any redetermination, the committee should base its cost-effectiveness calculations on the agreed representative incident cohort: patients diagnosed at CLN2 scores of 6, 5, and 4, in proportions reflecting current clinical practice.

2.3 – Exclusion of relevant quality-of-life and caregiver benefits
The FDG acknowledges in 3.2 that untreated CLN2 has a “devastating” impact on children and their families. In 3.19, the committee noted that the company had presented QALY weightings including caregiver and sibling QALY gains but concluded, by reference to 6.2.24 of the Manual, that only QALYs gained by the patient should be used for QALY weighting. The committee stated that caregiver and sibling disutilities were “accounted for elsewhere in the model.”

The BDFA submits that this reasoning is procedurally flawed for three reasons:
1. Misapplication of the Manual
· The committee relied on 6.2.24 (which addresses QALY weighting) but did not adequately apply 4.3.17, which requires the committee to consider “the health effects, both positive and negative, on carers” when evaluating technologies.
· The effect of Brineura in stabilising seizures, motor function, and communication demonstrably reduces carer stress, physical strain, and time burden. Excluding these health effects contradicts 4.3.17 and represents a failure to consider a relevant factor.
2. Accounting error in the model

· Incorporating caregiver disutility (as the committee accepted) is not the same as recognising the positive QALY gains to carers when a child’s function is stabilised or deterioration slowed.
· By treating disutility and QALY gains as interchangeable, the committee materially understated the net benefit to carers and families.
3. Failure to apply flexibility in ultra-rare paediatric conditions
· PMG36 6.2.34 requires the Committee to exercise flexibility where evidence is necessarily limited. Carer and family testimony provided robust evidence of substantial quality-of-life gains. By disregarding these because they were not “captured” in trial endpoints, the committee applied evidential thresholds that cannot be met in a population of 3–6 children per year.
In summary, the FDG acknowledges the devastating impact of CLN2 on families but then excludes family and caregiver health benefits from the cost-effectiveness analysis by misapplying the Manual. This constitutes a failure to consider relevant factors and renders the recommendation unreasonable in light of the evidence.


Conclusion

The committee has wrongly focused on what we don’t know (long-term data beyond 6 years) instead of what we do know: Brineura slows down CLN2, helps children with CLN2 stay healthier and live longer, and improves symptoms such as seizures and pain, even if the data isn’t perfect because of events such as COVID-19 or the challenges of studying a rare disease.

The cost-effectiveness summary does not take proper account of Brineura’s clinical benefits in the context of the small patient population and lack of alternatives, leading to an inequitable denial of treatment.

For the reasons set out above, the BDFA submits that:
· The appraisal process was procedurally unfair;
· The recommendation is legally flawed;
· The decision is unreasonable given the evidence.
We respectfully request that the appeal proceed to an oral hearing to allow full scrutiny.

Yours sincerely,
XXXXXXXXXXXXXXXXX

XXXXXXXXXXXXX
XXX, BDFA CIO UK
E: xxxxxxxxxxxxxxxxxx T: xxxxxxxxxxx
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