
National Institute for Health and Care Excellence 2nd Floor
2 Redman Place London
E20 1JQ
United Kingdom
Sent by email to – [appeals@nice.org.uk] FAO Dr Mark Chakravarty
Lead Non-Executive Director for Appeals National Institute for Health and Care Excellence


19 September 2025

Re: Final Draft Guidance – Cerliponase alfa for treating neuronal ceroid lipofuscinosis type 2 (MA review of HST12) [ID6145]

Dear Sirs

We refer to your initial scrutiny letter of 5 September 2025 regarding BioMarin’s (the Company) appeal against the above referenced Final Draft Guidance ("FDG") for cerliponase alfa for the treatment of Neuronal Ceroid Lipofuscinosis type 2 (CLN2).


We appreciate the detailed review of our appeal points and would like to present the following clarifications and comments in response to your analysis and we adhere to the view that all of these points are legitimate points of appeal which should progress for consideration.

When you add all of these points of appeal together such as the lack of expert input, the use of incorrect/inappropriate data and potential discrimination, it is our opinion that the process has been carried out in such a way that it could only lead to a negative outcome.

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
The Company and the patient association group both submitted Dr. Ram as the preferred clinical expert. As a Paediatric Neurologist, his experience is complementary to that of Prof. Paul Gissen. Dr. Ram has extensive, real-world experience treating children with CLN2. We would remind you that until the start of the reappraisal, Dr Ram's centre made the latest CLN2 diagnosis and he is currently treating the largest number of CLN2 patients
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in England. Conversely, and as stated in our appeal letter, the NHS expert member of the NICE Committee has no disease-specific knowledge and is not treating any patients with CLN2. The input of Dr. Ram is therefore critical to ensure a thorough assessment is undertaken.

Dr Ram’s absence in two of the four Committee meetings represents a significant gap in clinical insights. Dr. Ram is recognised as an expert by both the Company and the PAG. He demonstrated his commitment to his patients and took time from his extremely busy schedule to commit to attend the fourth meeting which he considered a priority. His inability to attend the fourth meeting was due to the start time being delayed by almost three hours. As a practising clinician of patients with life-threatening diseases, he was unable to cancel clinics at such short notice due to NICE’s inability to manage its schedule.

It is a significant failing of the process, and indeed undermines the assessment process, if the main and pivotal clinician treating the majority of patients in England is not afforded the opportunity by NICE to then offer their expertise at the scheduled time. The NICE HST process is and should be heavily reliant on clinical experts providing their expertise. All efforts must be taken to ensure such experts are heard and listened to.

Dr. Ram’s insights were critical to the issues raised in the fourth and final NICE Committee meeting. His expert opinion would have strongly endorsed the use of 190-203 data in the assessment of the new patient population and not the use of pooled data.

He would also likely have disagreed why the decision from the Committee to conflate from two populations (pooled dataset, and one of which is out of scope of the assessment) is preferable to the dataset that relates to the scope of the population being assessed (190-203). The choice of dataset influences the transition probabilities, the final ICER and the materiality of the decision.

Whilst we made every effort to ensure his input was fed into the NICE Committee in our original submission and subsequent responses, evidence that is submitted by the Company does not carry the same weight as that submitted by an independent, leading expert with extensive real-world experience which is fundamental to an HST assessment.


Appeal point 1(a).2: The Committee process included an extended and insufficiently transparent delay in issuing draft guidance
Whilst we acknowledge that there is no specific fixed-time period for the draft guidance to be issued, we would like to clarify that the extended delay lacked transparency and created uncertainty for stakeholders, key amongst these stakeholders are the parents of children with an ultra-rare, life-threatening condition.

Appeal point 1(a).3: Failure to consider that lack of treatment access may jeopardise the implementation of newborn screening for CLN2
In your letter, you note that “the Committee cannot be expected to attribute quantitative weight to developments which may affect the technology in the future”. Nevertheless, you also state that “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”.

The Company has been given no clarity as to how the possibility of newborn screening in the future has been taken into account. We are surprised at this statement, not least because the negative Final Guidance will turn England into an exception among nations, as the life-changing technology of cerliponase alfa won't be available despite patients being screened and diagnosed soon after birth. It is important to reinforce that there are two ongoing pilot projects that are testing the feasibility of CLN2 as part of a newborn screening panel: one coordinated by Genomics England (Generation study), and another by the Great Ormond Street Hospital. The first uses molecular testing to screen patients, whilst the second uses enzyme activity to test for the presence of TPP1 enzyme for screening. Newborn screening is therefore a near-term reality and not a hypothetical future scenario. Both studies will be invaluable sources of evidence to support the benefits of early treatment. We understand that NICE’s low rating was based on the Motor Language scores of patients. In the event that newborn screening is nationally introduced, and treatment would then commence without delay, there is a strong likelihood that Motor Language scores could be maintained at a higher score for a longer period of time.

You mention NICE’s surveillance review process, but our understanding is that the availability of evidence supporting the early detection via newborn screening would not in itself trigger that process. In addition, unfortunately the Company will not be able to submit cerliponase alfa for a third time for a number of reasons. In particular no additional evidence from the clinical program will exist, as the Phase 1/2 study BMN 190-201/202, and the infant study BMN190-203 are now closed, and their evidence was shared as part of the current appraisal. Other sources of Real-World Evidence, such as the observational study BMN 190-504 (EUPAS29031) will become available. However, these will be observational, non-controlled studies that reinforce the findings of the clinical program, not constituting by themselves additional evidence that NICE would consider relevant to fully reassess its negative guidance.
Appeal point 1(a).4: The Committee failed to properly discharge its Equality Act duty
Whether considered under Ground 1(a) or 1(b), we maintain that any decision not to recommend cerliponase alfa will disproportionately impact younger children who would benefit the most from treatment. This inequality would be particularly stark in the case of younger siblings of patients diagnosed with CLN2 currently receiving cerliponase alfa, and who would not qualify for treatment under the new guidance. We question whether the Committee sufficiently explored alternative modifiers.


Furthermore, we would like to clarify that there would be discrimination between children who live in England and children living in Scotland, as in Scotland, cerliponase alfa is reimbursed.
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.
We appreciate your action to pass our comments onto the relevant team at NICE However, this does not change the fact that the comments made were extremely damaging to the fairness of the process and was beyond the scope of the Committee member. Even if the person corrects themselves in future appraisals, irretrievable damage has been done to this appraisal and we maintain that this is a legitimate appeal point
Appeal 2.1 - The HST process does not adequately account for the severity of the condition.

Whilst we acknowledge that the Committee increased the QALY weighting by 0.2, we don't agree that this is sufficient given the ultra-rare and devasting nature of CLN2 disease.

Appeal 2.2 - There was an inadequate justification for rejecting the most clinically relevant transition probability dataset.
We vehemently disagree with the Committee's rationale for rejecting our proposed dataset. This was the basis for your decision to reject our appeal. Management of CLN2 disease has been transformed since therapy with cerliponase alfa became available. The justification from the Committee to choose the pooled dataset is unreasonable for several reasons. In summary:
1. It skews the disease progression for future patients by using data from more than 10 years ago (where clinical management and disease understanding was far less developed compared to today).
2. It was from a cohort of patients (MAA) which included a significant number of patients who were waiting for treatment by the time NICE finally changed its decision and the MAA started. More than 2 years had passed between the submission of cerliponase alfa and positive guidance being published, on the original appraisal.
3. The change in scope of the assessment, from “all patients” to “new/future patients” (erroneously named “incident” along the process) is a fundamental argument to align the data with the scope. The Committee should have moved from the pooled dataset in ACM1 and ACM2 to the 190-203 in ACM3 and ACM4, which the Committee didn’t acknowledge. By maintaining the pooled dataset as the source

of transition probabilities the Committee has incorrectly conflated datasets and skewed the analysis.
4. The Committee seems not to have fully appreciated that there was a change in scope for the assessment. Given there was now a revised scope, they should not have merged information on how the disease progressed years ago, before the change of paradigm in CLN2 that cerliponase alfa has allowed, with data from recently diagnosed patients, who are diagnosed and start treatment at a much younger age. Especially when considering that the scope of analysis would be future patients. Therefore, we insist the Committee has assessed evidence and/or merged evidence that is inconsistent with the revised scope.


There is no logic to a product that originally generated a significant number of QALYs, that by your own admission is highly effective, that has been successfully implemented in the UK and that, finally, has a more effective diagnosis pathway being implemented is now being reappraised with findings that there is uncertainty around long-term data and cost effectiveness to such a degree that your proposed cost effectiveness threshold is, in anyone’s assessment, an impossible ask to achieve.
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