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28 August 2025
Dear Dr Chakravarty,

Final Draft Guidance Document – Cerliponase alfa for treating neuronal ceroid lipofuscinosis type 2 (MA review of HST12) [ID6145]
In consideration of the acknowledged and significant unmet medical need in the CLN2 disease community, BioMarin would like to appeal the negative Final Draft Guidance (FDG) decision on the above-mentioned highly specialised technology (HST).
BioMarin has serious concerns regarding the conduct of the appraisal, including the handling of the Appraisal Committee Meetings (ACMs), the selection and consistency of invited participants, and the assessment of the evidence submitted. As such, this letter sets out significant concerns regarding the fairness, transparency, and robustness of the recent appraisal process and the resulting recommendations.
We therefore submit our appeal on the following grounds:
Ground 1:
(a) : NICE has failed to act fairly.
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
2. The committee process included an extended and insufficiently transparent delay in issuing draft guidance
3. Failure to consider that lack of treatment access may jeopardise the implementation of newborn screening for CLN2

4. The committee failed to properly discharge its Equality Act duty
5. The committee process included inappropriate commentary based on misleading and incorrect assumptions from a committee member beyond the evidence and appraisal criteria
Ground 2:
The recommendation is unreasonable in the light of the evidence submitted to NICE.
1. The HST process does not adequately account for the severity of the condition
2. There was an inadequate justification for rejecting the most clinically relevant transition probability dataset

[bookmark: Ground_1(a):_NICE_has_failed_to_act_fair]Ground 1(a): NICE has failed to act fairly
[bookmark: 1(a).1_The_committee_process_did_not_ens]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
Cerliponase alfa has been considered at four ACMs (1-4). BioMarin, together with the Batten Disease Family Association (BDFA), nominated two clinical experts: Dr Dipak Ram, who leads the largest CLN2 service in the UK and is actively involved in the treatment of affected children, and Professor Paul Gissen, Clinical Professor in Paediatric Metabolic Medicine and Honorary Consultant at University College London (UCL). Both experts bring complementary and authoritative perspectives on the management of CLN2 disease, combining direct, ongoing patient care with broader specialist expertise in complex paediatric metabolic conditions. Together, they were well placed to provide real-world insight into the condition, treatment benefits, and the potential impact of newborn screening.
At the second ACM (ACM2) (September 2024) (3), despite informing ahead of time that he would not be available on the specific date, NICE didn’t consider his participation relevant and Dr Ram was unable to join in the substantive discussion due to other arrangements, which were not considered by NICE. Additionally, at the fourth ACM (ACM4) (10 July 2025), Dr Ram joined the meeting at the originally scheduled time (12:00 PM) but due to significant delays (the prior meeting overran by more than 2 hours), the Brineura discussion started after 15:00 (three hours after the originally scheduled time). As NICE can appreciate, the discussions rely heavily on clinical experts who are taking time out of the clinical engagements to attend the meeting. It is not acceptable therefore to overrun a meeting by three hours and expect to have clinical experts on hold for this period. While the second nominated expert, Professor Gissen, was present and contributed his own highly specialised expertise, the absence of Dr Ram meant the committee did not benefit from the combined insight of both nominated experts as per the original schedule. In a rare disease context, where very few clinicians have substantial case experience, procedural fairness is vital to ensure the presence of all key experts for committee discussions. Proceeding without both experts deprived the committee of the full breadth of clinical expertise at a critical stage of deliberations.

The committee also included an NHS England Expert, Dr Sanjeev Patel (2-4), whose remit as Medical Advisor to Highly Specialised Commissioning is appropriately focused on commissioning, pathways, and implementation, rather than condition-specific clinical expertise of each appraisal, which falls to the invited clinical experts. His background is in Rheumatology and metabolic bone diseases such as osteoporosis, and his lack of experience in CLN2 disease and cerliponase alfa would not enable him to adequately inform the committee during the decision-making process for such a highly specialised disease. Despite this lack of expertise specifically in CLN2, the chairman asked his opinion during ACM4 as an expert on the subject. This reinforces the importance of ensuring the consistent presence of specialist clinical experts at all committee discussions, so that the evidence is understood in the real-world context of how the condition is managed in real world clinical practice.


[bookmark: 1(a).2._The_committee_process_included_a]1(a).2. The committee process included an extended and insufficiently transparent delay in issuing draft guidance
The delay in issuing the draft guidance between ACM2 (5 September 2024) and the third ACM (ACM3, 3 April 2025) was unusually long compared with standard NICE timelines for HST evaluations (1). While commercial discussions and Managed Access Agreement (MAA) considerations form part of the overall process (and it is not unusual for guidance to be held, pending a possible commercial resolution, particularly where a negative recommendation might coincide with the expiry of an MAA), the delay in this case, lasting over seven months, was exceptional. BioMarin raised this as a procedural concern during the appraisal.
The draft guidance was only issued between ACM3 and the fourth ACM (ACM4) (15 May to 6 June 2025) (1), meaning stakeholders had no visibility on the committee’s position for an extended period. For a rapidly progressive, life-limiting disease such as CLN2 disease, this extended lack of clarity delayed certainty for patients, families, and clinicians. It also limited the opportunity for timely and informed stakeholder engagement on the substantive issues under consideration and significantly reduced the time for BioMarin and NHSE to try to come to financial terms.
While holding guidance during commercial discussions can be reasonable, the combination of the unusually long interval, the absence of clear communication to

stakeholders on the reasons and timelines, and the impact on a time-critical patient population clearly raises concerns about the transparency and fairness of the process.
[bookmark: 1(a).3_Failure_to_consider_that_lack_of_]1(a).3 Failure to consider that lack of treatment access may jeopardise the implementation of newborn screening for CLN2
The prospect of newborn screening (NBS) for CLN2 disease was a recurring and contested theme throughout the appraisal. Patient experts, clinical experts, and the company consistently highlighted that early diagnosis and intervention are critical to achieving the best outcomes for children with CLN2 disease. Evidence from siblings treated early in Study 190-203 (7) showed that timely initiation of cerliponase alfa can significantly slow disease progression, and advisory board discussions reinforced that early treatment has enabled affected children to thrive, develop motor and language skills and attend regular school.
During the appraisal, clinical experts advised that NBS in England was highly likely within five years, and the committee reflected some of this in its baseline assumptions by adopting the “best achievable” ML score distribution proposed by the clinical advisory board (8-10). However, the committee did not fully address the wider policy and operational context. In England, a core principle of the NBS pathway is that screening is not undertaken in isolation; it must be coupled with rapid diagnosis and timely access to treatment (11). Without a viable intervention, the rationale for screening is undermined, as early detection would not translate into improved health outcomes. Therefore, without access to cerliponase alfa, CLN2 disease is at risk of either exclusion from the screening programme or, from progression beyond the pilot stage, thus denying the opportunity for earlier diagnosis and intervention entirely.
Since the close of the consultation, the NHS has publicly confirmed its plans to implement newborn screening for CLN2 disease (BBC News, 21 June 2025 (12)). This development is no longer speculative but an imminent reality, directly relevant to clinical outcomes, cost-effectiveness, and equity of access. By not giving due weight to the strong likelihood of NBS during its deliberations, and by failing to factor in the established NHS practice of linking screening with treatment availability, the committee did not fully capture the evolving clinical landscape. This omission has materially disadvantaged the evaluation of cerliponase alfa and resulted in a significant under-evaluation of its cost effectiveness.

[bookmark: 1(a).4_The_committee_failed_to_properly_]1(a).4 The committee failed to properly discharge its Equality Act duty
Patient and clinical experts raised concerns that the recommendation would create indirect age and disability discrimination. CLN2 disease is a disabling, life-limiting condition. Once the MAA closes, children diagnosed after that date will not be eligible to start treatment given the negative recommendation, even though cerliponase alfa is the only disease-modifying option available. Those excluded will most often be younger children who had not yet developed symptoms during the MAA period, as well as some with atypical or delayed symptom onset. In some cases, this could result in inequities within the same household; for example, where one sibling who started treatment during the MAA is able to continue, but another, diagnosed later, is denied access. Stakeholders also raised concerns about potential disparities in diagnosis and referral patterns affecting certain geographical or ethnic groups.
The committee acknowledged these disparities but dismissed them as “not potential equality issues” on the basis that the recommendation did not explicitly restrict access by age, disability, or race, and that any differences in diagnosis timing were “implementation issues” outside the scope of its evaluation.
However, under the Equality Act 2010 (13) and as a public body, NICE has a Public Sector Equality Duty (PSED) (14) with regard to eliminating discrimination and advancing equality of opportunity. This requires consideration of the foreseeable and disproportionate impact of a decision on protected groups, even if the mechanism of that impact arises partly from diagnosis patterns or service pathways. In this case, the recommendation itself determines whether newly diagnosed children can access treatment, and it was foreseeable that children who are diagnosed after the MAA closes, are disproportionately younger, are more likely to be without early symptoms, and potentially treated unequally within the same family, would be excluded. As highlighted during the process, it is clear that those early diagnosed children who would benefit the most, will suffer the most due to the Committee decision.
[bookmark: 1(a).5_The_committee_process_included_in]1(a).5 The committee process included inappropriate commentary from a committee member beyond the evidence and appraisal criteria
BioMarin also notes, for the record, a comment made by a committee member concerning the company and the price of the technology, namely Professor Ed Wilson, health economist. He said at two committee meetings (ACM2 and ACM4) that the price

expected/presented by the company was “too high” – more derogatory terms were actually used. While there is no formal record of this comment such as transcripts of the committee meetings, this can be easily confirmed by other attendees, and whilst contested at the time as not being appropriate, it potentially influenced the views of other committee members. To ensure that the committee’s understanding of this rare disease remains grounded in the evidence on clinical and cost-effectiveness, deliberations should focus strictly on the evidence presented and the appraisal criteria, without extending to commentary on the company or its price setting. The company interjected after his remarks during ACM4 explaining that his comment was not appropriate and not factual, especially given that the price considered by the committee is not the effective price paid by NHSE, as they are not privy to any discounts as agreed between BioMarin and NHSE. BioMarin respectfully requests that NICE reiterates to all HST committee members the remit of their role and the importance of maintaining deliberations within these boundaries, and that the fact that the comments made by the refereed Committee member may have inappropriately influenced the decision.
[bookmark: Ground_2:_The_recommendation_is_unreason]Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
2.1. [bookmark: 2.1._The_HST_process_does_not_adequately]The HST process does not adequately account for the severity of the condition
The committee has applied the QALY weighting within the NICE HST process, which considers only the gain in undiscounted patient QALYs compared with the current standard of care. As per the NICE methods manual, Section 6.2.21 (15), severity is assumed to be “implicitly captured” in the selection of HST topics, and no additional weighting is applied for conditions of extreme severity. This approach fails to reflect the disproportionate burden of CLN2 disease, where life expectancy under standard care is approximately 10 years, and where the impact on patients and their carers is profound.
By contrast, other NICE appraisal processes allow for greater QALY weighting in conditions with a high severity, and no such adjustment is available within the HST process, ensuring that the most serious conditions are not disadvantaged by an inflexible application of thresholds. The absence of any similar flexibility in the HST process results in treatments for conditions such as CLN2 disease being subject to

the same QALY weighting as treatments for other severe but non-life-threatening conditions (for example, voretigene neparvovec in inherited retinal dystrophy [HST11], which causes profound lifelong visual impairment (16)).
Furthermore, the committee has interpreted the threshold calculation as including only patient QALYs, despite the NICE methods manual referring to a “patient’s lifetime” without expressly excluding carer QALYs. This interpretation is arbitrary and disregards the total QALY loss if treatment is not recommended. In a disease where carer burden is significant, exclusion of these QALYs materially undervalues the benefit of treatment and undermines a fair assessment of cost-effectiveness.
[bookmark: 2.2_There_was_an_inadequate_justificatio]2.2 There was an inadequate justification for rejecting the most clinically relevant transition probability dataset
The company’s base case used data from Study 190-203 (7) to inform transition probabilities (TPs) for health states 1–7, on the basis that it most closely reflects the population likely to receive cerliponase alfa in the near future, and mostly important, that is within the scope of the assessment. The pooled dataset preferred by the committee combined Study 190-201/202 (17), Study 190-203 (7), and MAA data (18). This approach incorporated patients diagnosed before the availability of cerliponase alfa and those whose treatment was delayed due to the lack of access, or disrupted by the COVID-19 pandemic, thereby biasing outcomes against the technology.
The committee acknowledged that Study 190-203 (7) likely reflected earlier diagnosis and less progressed disease, and that COVID-19 impacts could have underestimated the benefits in the MAA data set (18). Nonetheless, it concluded that the pooled dataset was “reasonable” for decision making, primarily because it considered Study 190-203 (7) sample size to be small, follow-up to be limited, and modelled time in health state 1 to be implausibly long when combined with the company’s “initial stabiliser” assumptions. This fails to recognise that Study 190-203 (7) remains the most up-to-date, clinically relevant, and least confounded evidence of treatment effect in the intended NHS population (i.e. future patients, as per discussions between the company and NICE), as confirmed by the company’s advisory board of clinical experts. Moreover, inflated time in health state 1 was a function of preferred modelling assumptions, not the dataset itself.

The decision appears inconsistent at best: the committee has been willing to adopt more optimistic assumptions for other parameters (e.g., starting distribution) but rejected the most relevant TP dataset, instead using pooled data that includes data from over a decade ago, prior to significant advances in disease awareness, referral pathways, and earlier treatment initiation, as well as MAA data (18) that was affected by COVID-19-related delays in diagnosis and disruptions to care. While the committee claims to have addressed this by adopting “conservative” TPs and applying a 0.2 additional QALY weighting, this approach does not logically address the fundamental concern: namely, that the TPs used do not reflect current clinical practice and therefore distort the cost-effectiveness analysis.
The lack of a clear and fully evidenced rationale, together with the reliance on data that does not reflect the clinical practice that would apply to the population under assessment, i.e., future CLN2 patients is a fundamental flaw in NICE’s and has, in BioMarin’s view, adversely affected the evaluation of cerliponase alfa.2.3 The committee did not adequately consider the justification for removing background care costs in the CLN2 context
NICE’s health technology evaluations manual (Section 4.4.16) (15) allows for non-reference-case analyses with background care costs removed when the NHS is providing care that is expensive or would not normally be considered cost effective. The company’s rationale for removing these costs in the CLN2 disease appraisal was that treatment with cerliponase alfa substantially extends survival, which results in significantly increased background care costs. These costs, such as residential care, behavioural support, and vision-loss management, are not intrinsic to the treatment itself, but a consequence of keeping children alive for longer with severe disability.
The committee dismissed this rationale on the basis that lifetime cost effects are not unique to CLN2 disease and that the main cost driver was the acquisition cost of cerliponase alfa. However, this overlooks the exceptional nature of the CLN2 cost profile, where the scale and type of background care required for surviving patients with severe neurodegenerative disability is both substantial and prolonged, far exceeding the background costs typically observed in other appraisals. Moreover, the argument from the committee directly opposes the methods.

The committee concluded that there was “no compelling evidence” for removal of these costs, yet the company had provided documented justification and detailed the structural assumptions underpinning its approach in consultation. In failing to fully consider whether CLN2 disease’s background care costs met the criteria in Section 4.4.16 (15), and in not providing a clear, evidence-based explanation for rejecting the non-reference-case analysis, the committee applied the manual’s guidance inconsistently. This has materially undervalued the cost-effectiveness of cerliponase alfa in a context of extreme unmet need.
[bookmark: Conclusion]Conclusion
BioMarin requests that NICE reconsider the evidence and decision in this appraisal, with a view to enabling continued and equitable patient access to cerliponase alfa, the only treatment currently available that addresses the underlying cause of CLN2 disease, as recognised by expert treating clinicians.
Cerliponase alfa is currently the only therapy proven to slow the progression of this devastating condition, preserving motor and cognitive function, showing potential to extend CLN2 patients’ lives and enabling some children to communicate and move almost normally when treatment is started presymptomatic. There is no alternative other than palliative care; without cerliponase alfa patients and families will inevitably suffer rapid and irreversible functional deterioration, and preventable early death.
The decision, the extensive delays, the lack of clarity, and the poor time management have caused significant distress within the CLN2 patient and carer community, and risks perpetuating the inequalities already experienced by those living with this ultra-rare disease. In light of the small CLN2 patient population, the unique challenges of generating evidence in such conditions, and the unique value provided by cerliponase alfa, the only available treatment for this devastating disease, BioMarin urges a pragmatic approach to secure ongoing access to this transformative therapy.


Yours sincerely, XXXXXXXXXXXXXXX
Eastern and Northern European Market Access Lead 
XXXXXXXXXXXXXXXXXXX

Mobile +44 XXXXXXXXXXXXXX
Office +44 XXXXXXXXXXXXXXX
10 Bloomsbury Way, London, WC1A 2 SL, United Kingdom
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