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Niemann-Pick UK Suite 2, Vermont House
Concord, Washington NE37 2SQ


Dr Mark Chakravarty
Lead non-executive Director for Appeals National Institute for Health and Care Excellence 2nd Floor, 2 Redman Place
London E20 1JQ

19th March 2024


Dear Dr Chakravarty,
Final Draft Guidance Document – Olipudase alfa for treating acid sphingomyelinase deficiency (Niemann-Pick disease) type AB and type B [ID3913]

In consideration of the acknowledged and high degree of unmet medical need in the ASMD community, Niemann-Pick UK (NPUK) would like to appeal the negative Final Draft Guidance decision on the above mentioned highly specialised technology.
We are disappointed by the Committee’s decision to not consider further evidence or actions that could be taken to resolve areas of uncertainty and we therefore submit our appeal on the following grounds:
Ground 1:
(a) NICE has failed to act fairly.
Ground 2:
The recommendation is unreasonable in the light of the evidence submitted to NICE.

Ground 1(a): NICE has failed to act fairly.
1(a).1 The Committee’s decision does not fully recognise the significant clinical and life changing benefits of treatment with olipudase alfa
We are concerned that the Committee has underestimated the clinical benefits of treatment and the evidence that it can overcome disease severity and reverse disease impact. Clinical data is overwhelmingly positive with statistically significant improvement in all measured clinical domains at 1 year in both paediatric and adult patients. Furthermore, those benefits were sustained with ongoing improvements noted in long term analysis. Olipudase alfa not only stabilised this degenerative condition but reversed the disease. The FDG (3.26) states that the QALY calculations are unlikely to have fully captured the impact of symptoms on patients’ ability to function in their daily lives, and evidence from the clinical and patient experts supports this view. Our concern is therefore that this decision has been determined more by the high cost of treatment, rather than insufficient evidence for clinical efficacy.
We accept that the Committee’s decision is limited by the appraisal process, which we believe does not provide a level playing field for first line, highly effective and innovative technologies such as olipudase alfa, against second- or third line – often more expensive and less effective – therapies which benefit from a shorter and less stringent appraisal process. In this case, a more flexible approach should be considered by taking into account the ten-plus years of real-world evidence, which strongly demonstrates a lack of functional decline in patients with longer term use of olipudase alfa.

1(a).2 The Committee did not consider or fully take into account all available evidence relating to patient and carer QoL and disutilities.

In a recently published study undertaken by Raebel and colleagues1, it was found that olipudase alfa had a sustained and positive impact in many domains deemed important to patients and their families. Both the qualitative and quantitative data in this study suggest olipudase alfa had a meaningful impact on the physical, emotional, and mental health of patients and families, underlining the profound impact on physical symptoms, and demonstrating the impact of these symptoms on the broader QoL of patients, caregivers, and their families.
Whilst we did not agree with the company sourced disutility values from Pompe disease (3.18), neither did we agree with the EAG choice to utilise disutility information from meningitis. We recognise that this population may have significant care needs, however, it is not a progressive condition in the same way as ASMD, with the attached uncertainty, anticipatory grief, progression of disease and care needs.
The Committee’s assumptions that carer disutility should be based on the health state of the person with ASMD irrespective of the treatment used is not reflective of the real-world


1 Raebel, E.M., Wiseman, S., Donnelly, C. et al. Real-life impacts of olipudase alfa: The experience of patients and families taking an enzyme replacement therapy for acid sphingomyelinase deficiency. Orphanet J Rare Dis 19, 36 (2024). https://doi.org/10.1186/s13023-024-03020-4

evidence that ASMD patients and families experienced with olipudase alfa as reported by Raebel and colleagues.
Whilst we agree that ASMD patients experience different health states dependent on severity and rate of progression, available evidence shows the treatment used has a significant impact on carer disutility. The anxiety, stress, and mental health effects on carers, such as depression, and the impact on work and social life, is significant in this disease. Many parent-carers must cut back or stop working to attend to the daily needs of their child, including the regular attendance of medical appointments with multiple providers. Raebel’s description of the real-world experience for ASMD carers details the significant improvements associated with olipudase alfa treatment including mental health improvements noted by 80% of carers.
We note the statement “The patient expert agreed that the driver of carer requirements (and carer disutility) was the health state of the person with ASMD” (3.17), which we feel is a misrepresentation of the patient expert in this case, and since the health state of ASMD patients is profoundly impacted by receiving treatment with olipudase alfa. In lay language ‘health state’ was interpreted as state of health at that time (i.e. a good or bad day) not ‘Health State’ as measured by spleen size and lung function. The carer evidence submitted does not agree that Health State defined in this process by spleen and lung markers determines carer effort (see Committee papers 05/03/24 for a list of symptoms needing care p46-47 pt1 and for carers input for symptoms p47-48 pt3). We therefore make the point that many other symptoms of ASMD are present and require carer input, even when spleen and lung markers are lower.

The FDG states (3.19) “It also noted that ASMD severity is on a spectrum, so caring needs would differ between the less and more severe health states and an average of 1 would be reasonable. The committee concluded that an average of 1 carer was appropriate for decision making.” Again, this assumes that lower spleen and lung markers remove or negate other symptoms reported and experienced by patients and therefore the need for carer support, which is not the case. We ask that the Committee reconsider the reported patient expert view that an average of 1.5 carers would be more reasonable. This is based on our belief that HRQoL is reduced across the whole family and that there is a need to properly consider not only carer burden, but the impact on carer quality of life. This is further evidenced by a study undertaken by Fraser and colleagues2 which found that mothers of children with a life-limiting condition such as ASMD have significantly higher incidence of depression, anxiety, and serious mental illness than other mothers.
Patient expert evidence stated that as symptoms are variable and severe, and dependent on disease progression, carer involvement can be all-consuming. Whilst we appreciate that the Committee considered the impact of a patient’s death on carers qualitatively in their decision making (3.20), we question whether this was sufficiently understood, and why it was not also taken into account quantitatively. We do not feel that the Committee’s approach fully recognised the profound effect of bereavement and feelings of guilt for passing on a genetic disease (also described by Raebel), or in the case of siblings, the guilt


2 Fraser LK, Murtagh FE, Aldridge J, Sheldon T, Gilbody S, Hewitt C. Health of mothers of children with a life- limiting condition: a comparative cohort study. Arch Dis Child. 2021 Oct;106(10):987-993. doi: 10.1136/archdischild-2020-320655. Epub 2021 Mar 2. PMID: 33653713; PMCID: PMC8461446.

for being unaffected. This can result in long-term impacts on their mental health and ability to participate in everyday life and society. A study by Song and colleagues3 found that parents who had experienced the death of a child had a 32% higher likelihood of early mortality than their peers who did not have any deceased children.
We would like to highlight the well-known challenges in measuring paediatric HRQoL and in capturing what matters most, particularly in a trial for an ultra-rare condition such as ASMD, with very small numbers of children self-reporting. The perspective of parent-carer proxy reports may be very different, meaning children’s views are underrepresented and not truly reflective of their experience. In addition, both paediatric and adult patients reported being used to a reduced quality of life prior to treatment, and only realising how reduced this was following treatment.
We also raise the point that patient experts attempting to inform the Committee of their experience in this area were cut short or stopped from making their comments during Committee meetings. There was little time given to hear or reflect on patient expert comments, or for the Committee to ask questions. We therefore question the value placed on patient expert testimony throughout this process.


Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE.
2.1 The Committee did not give due consideration to the proposed MAA (3.24) and the potential to address uncertainties in clinical benefit, patient, and carer disutilities.
The statement “It would need to be shown that olipudase alfa was plausibly cost effective in the context of a highly specialised service. But the committee recognised that, at the price the company had chosen to charge, olipudase alfa was not plausibly cost effective. So, it concluded that a recommendation with a managed access agreement was not appropriate for addressing the uncertainties in the evaluation.” (3.24). Due to the proven clinical benefits of this technology, the small population and limited availability of data, we feel that the Committee’s decision to discount a managed access agreement is unreasonable as it removes the opportunity to address their outstanding questions and uncertainties. In addition, the decisions made by authorities in Scotland and the EU provide evidence that a managed access approach is possible and likely beneficial.
It is our opinion that a five-year, outcomes-based managed access agreement could address the Committee’s outstanding uncertainties, gain enhanced QoL data and address questions about uncaptured benefits, whilst enabling patient access to this innovative technology. We understand the need to consider cost and believe that a managed access agreement could also support further commercial negotiations.
The statement “People having treatment outside this recommendation may continue without change to the funding arrangements in place for them before this guidance was published, until they and their NHS clinician consider it appropriate to stop.” (1.2) is


3 Song, Jieun & Mailick, Marsha & Greenberg, Jan & Floyd, Frank. (2019). Mortality in parents after the death of a child. Social Science & Medicine. 239. 112522. 10.1016/j.socscimed.2019.112522.

appreciated; however, the negative FDG decision causes extreme distress for patients and their families by endangering access for those currently in compassionate use and expanded access programmes and removing funding support for clinical monitoring, hospital, and home care infusions. Whilst the company has indicated a willingness to continue providing free of charge supply, our concern is that hospital trusts will not be able to honour their agreement to support the financial costs related to treatment in light of the negative FDG decision.
As stated in the FDG (3.7) the impact of ASMD on QoL of patients and carers is underestimated in the model as the standard instruments (EQ-5D and SF-36) were not sensitive enough to capture the impact of symptoms or the improvements seen by patients over time. This was supported by RWE and stressed by patient and clinical expert testimony, which also confirmed that not all symptoms or impacts were fully understood at the start of this study. Therefore, we would like to challenge the EAG’s belief that the severity and impact of symptoms were fully captured in the vignettes, and the FDG statement they have been suitably considered, as the vignettes are not measurable, repeatable markers.
We do not support the Committee’s conclusions regarding the plausible ICER and maximum acceptable ICER thresholds and feel that these are unreasonable considering the acknowledged clinical benefits of olipudase alfa.
The assumption that data from the International Niemann-Pick Disease Registry (INPDR) will be available to address the Committee’s uncertainties outside of a managed access agreement is unfounded. The result of the negative FDG decision on olipudase alfa will prevent access for patients in England, Wales, and Northern Ireland, and impact the ability of the INPDR to capture treatment effect data that is of statistical significance or specific to patients in these countries.
We firmly believe that clinical data collected via a managed access agreement and linked to patient and carer reported outcome measures (collected through the INPDR) could inform the Committee’s uncertainty regarding HRQoL and help to address the limitations in evidence due to the small ASMD population.
In Raebel’s study, patients and families reported life-changing effects with olipudase alfa based on their experience, consistently expressing the view that all patients with ASMD need access to olipudase alfa. We feel that this information, in addition to the clinical evidence, and the impacts of removing / denying treatment, provide a compelling case for reconsideration of the managed access agreement option.
Conclusion
NPUK strongly supports immediate and full approval of olipudase alfa and fair patient access as deemed the standard of care by expert treating clinicians (Geberhiwot 20234).




4 Geberhiwot, T., Wasserstein, M., Wanninayake, S. et al. Consensus clinical management guidelines for acid sphingomyelinase deficiency (Niemann–Pick disease types A, B and A/B). Orphanet J Rare Dis 18, 85 (2023). https://doi.org/10.1186/s13023-023-02686-6

Olipudase alfa is the only disease modifying treatment option for ASMD patients and has shown significant clinical benefit, halting progression, reversing the debilitating symptoms of ASMD, whilst improving the lives of patients and carers.
This decision, which leaves no option except complex and costly best supportive care, has caused significant distress for the ASMD patient and carer community as it will undoubtedly lead to unnecessary morbidity and preventable death. This decision raises many concerns including the Committee’s perpetuation of health inequalities experienced by people affected by ultra-rare conditions.
We ask, in recognition of the challenges we face as an ultra-rare disease in navigating the HST process, in the availability of data in our small population, and the fact that there is no other disease modifying treatment option on the horizon for ASMD, that a pragmatic approach to approving this transformative treatment may be considered.
In deliberating the most effective use of NHSE funds, we would like to see these challenges, the uncertainties raised by the Committee plus the significant clinical and societal benefits of treatment fully explored through the opportunity of a five-year outcomes-based managed access agreement.
NPUK supports either an oral or written appeal process. Yours sincerely,

XXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXX
CEO, Niemann-Pick UK
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