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Sharmila Nebhrajani OBE
Non-Executive Director & Chairman
National Institute for Health and Care Excellence 2nd Floor, 2 Redman Place
London E20 1JQ

Dear Dr Nebhrajani,

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






11th April 2024


Appeal against Final Draft Guidance Document – Olipudase alfa for treating acid sphingomyelinase deficiency (Niemann-Pick disease) type AB and type B [ID3913]

Thank you for your letter dated 26th March 2024, in which you set out your initial views in relation to the admissibility of the points we raised in our letter of appeal dated 19th March 2024:
Ground 1(a):
NICE has failed to act fairly
Appeal point 1(a).1: The Committee’s decision does not fully recognise the significant
clinical and life changing benefits of treatment with olipudase alfa
Appeal point 1(a).2: The Committee did not consider or fully take into account all available evidence relating to patient and carer QoL and disutilities.

Ground 2:
The recommendation is unreasonable in the light of the evidence submitted to NICE. Appeal point 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 care disutilities.
Thank you for your consideration of our appeal points, and for confirming that you will refer appeal point 1(a).2 to the Appeal Panel

In addition, we are grateful for your detailed justifications regarding the appeal points you are not minded to refer to the Appeal Panel. Thank you for the opportunity to provide additional detail in relation to these; we provide our comments and observations below.

Ground 1(a):
In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1(a).1: The Committee’s decision does not fully recognise the significant
clinical and life changing benefits of treatment with olipudase alfa
Your initial view
Following careful consideration, I am not minded to refer this appeal point to the Appeal Panel. I understand your argument to be that the Committee has underestimated the clinical benefits of treatment and the evidence that it can overcome disease severity and reverse disease impact. In support of this, you refer to paragraph 3.26 of the FDG, in which the Committee acknowledges, as part of its consideration of whether olipudase alfa is an innovative treatment, that the QALY calculations probably did not fully capture symptoms, and so the benefit of olipudase alfa may be underestimated. It is clear, however, that the committee took this issue into account in its decision-making, concluding that olipudase alfa is innovative in treating ASMD. I cannot see a basis on which the Committee's consideration of this issue was arguably unfair.
You have also argued that the Committee should have taken account of "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". Again, I cannot see any arguable unfairness in the Committee's approach. The Committee concluded that olipudase alfa improves clinical outcomes associated with ASMD and that treatment effect can continue into the longer term, but becomes more gradual as the person’s condition moves nearer to full-health. The committee did take evidence of longer term effectiveness into account in its decision making, driving its conclusion that a 27.6 QALY gain was considered most plausible.

Our response
We respectfully acknowledge your views and the Committee’s recognition that the benefit of olipudase alfa may be underestimated. However, we stand by the concerns raised in our appeal letter, and maintain that the decision is unfair, as:

· the final decision appears to be based on cost as opposed to clinical benefit, and;
· NICE does not provide an equitable assessment process for novel treatments for conditions in which no disease modifying therapy is available, when compared to the assessment process for new treatments for conditions that already have a licensed therapy.
Regarding the Committee’s conclusion “that olipudase alfa improves clinical outcomes associated with ASMD and that treatment effect can continue into the longer term, but becomes more gradual as the person’s condition moves nearer to full-health.” We respectfully make the point that there is no evidence for the assertion “treatment effect
becomes more gradual”. It is our understanding, based on clinical evidence, that all patients continue to move towards normal or stay normal.

In light of the Committee’s conclusion that olipudase alfa is innovative in treating ASMD, a consideration of an adjustment in their approach to the evaluation of highly specialised technologies such as this was anticipated, with flexibility in regard to a further QALY increase that reflects the true clinical and societal value of this technology. Whilst the Committee’s conclusion that a 27.6 QALY was considered most plausible demonstrates some recognition of the significant impacts of ASMD, it does not, however, fully recognise:

· That there is no alternative therapy for ASMD patients in England
· The high societal cost of complex best supportive care, involving many different specialities
· The ability of treated patients and their families to participate in life and contribute to society following treatment with olipudase alfa
Appeal point 1(a).2: The Committee did not consider or fully take into account all available evidence relating to patient and carer QoL and disutilities.
Your initial view
I am minded to refer this appeal point to the Appeal Panel, on the basis that it is arguable that the Committee has acted unfairly if it:
· misrepresented the patient expert's position by stating in paragraph 3.17 of the FDG that "[T]he patient expert agreed that the driver of carer requirements (and carer disutility) was the health state of the person with ASMD" and/or
· "cut short" patient experts with the consequence that the Committee did not receive sufficient patient testimony to enable the Committee to understand their position.
Our response
Thank you for confirming that you will refer this appeal point to the Appeal Committee.

Your initial view
There are a number of other points made under this appeal point in your letter, which do not seem to me to demonstrate arguable unfairness:

· You refer to a recently published (2024) study by Raebel and colleagues. If this study was not available to the Committee, it was not unfair for the Committee not to have had regard to it.
Our response
The Raebel manuscript was made available to the Committee in report form and as a pre- print, provided as additional information to each of our submissions and we would like to request confirmation that this was taken into consideration. This peer-reviewed manuscript, which captures the patient voice and perspective in relation to the benefits of treatment with olipudase alfa, is unique. The information described is not captured in the literature, and we therefore feel that the Raebel manuscript is essential to support the Committee’s understanding of the patient experience, and to substantiate the views of the patient experts.
Your initial view
· You note the Committee's conclusion that an average of 1 carer was appropriate for decision making, and ask that the Committee reconsider the reported patient expert view that an average of 1.5 carers would be more reasonable. It is clear from paragraph 3.19 of the FDG that the Committee did consider that view, but reached a different conclusion. The Committee did not fail to consider it, and so its approach was not arguably unfair. If you consider that the Committee's conclusion on this point was unreasonable, you may re-state this appeal point as a ground 2 point, with an explanation of why you consider the conclusion to be unreasonable (with reference to the rationale for the Committee's conclusion provided in paragraph 3.19 of the FDG).

Our response
Thank you for the opportunity to restate this appeal point as a ground 2 point. Our comments are included under this appeal point.
Your initial view
· You note that the Committee considered the impact of a patient's death on carers qualitatively but not quantitatively and question whether the Committee sufficiently understood the impact. Again, the FDG is clear that the Committee did consider the patient expert evidence on this point and reached a view having considered that evidence. The Committee's approach was therefore not arguably unfair. If you consider that the Committee's conclusion on this point was unreasonable, you may re-state this appeal point as a ground 2 point, with an explanation of why you consider
the conclusion to be unreasonable (with reference to the rationale for the Committee's conclusion provided in paragraph 3.20 of the FDG).

Our response
Thank you for the opportunity to restate this appeal point as a ground 2 point. Our comments are included under this appeal point.

Your initial view
· You refer to a study by Song and colleagues. I note that the EAG provided the Committee with specific consideration of this study (see page 431 of the Committee Papers dated 23 October 2023, at page 80 of the EAG's report beginning at page 352 of those papers). Again, therefore, I cannot see an arguable case that the Committee acted unfairly by failing to consider that study.
Our Response
We acknowledge your rationale for not including this point as admissable.
Ground 2:
The recommendation is unreasonable in the light of the evidence submitted to NICE

Appeal point 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 care disutilities.

Your initial view
I am not minded to refer this appeal point to the Appeal Panel. The Committee can consider a recommendation with managed access only when all three of the following criteria are satisfied:
· the medicine has the plausible potential to be cost effective at the currently agreed price, but the evidence is currently too uncertain, and
· new evidence that could sufficiently support the case for recommendation is expected from ongoing or planned clinical trials, or could be collected from patients having the medicine in clinical practice, and
· these data could feasibly be collected within a reasonable timeframe (up to a maximum of 5 years) without undue burden.

(The Manual, paragraph 6.4.6)
One of the mandatory criteria is therefore that the technology must be plausibly cost effective
at the currently agreed price, if evidential uncertainties can be resolved. In this case, the

Committee explained in paragraph 3.24 that "at the price the company had chosen to charge, olipudase alfa was not plausibly cost effective". It was therefore not open to the Committee to make a positive recommendation with managed access. I appreciate that the pricing data is confidential to the Company and therefore may not be available to NPUK; however, without some basis for considering that the proposed data collection would resolve evidential uncertainties with the effect that the technology would become cost effective at its current price, the criteria for a positive recommendation with managed access cannot be met.
Our response
We acknowledge and accept your rationale for not including this point as admissable, and also the Committee’s explanation in paragraph 3.24 that "at the price the company had chosen to charge, olipudase alfa was not plausibly cost effective".

You are correct that pricing data is not available to NPUK. What is available is the lived- experience of our patient community, and the extreme disadvantage placed upon them by the decision to deny access to not only a life saving treatment, but the only treatment available.
We were highly disappointed by the breakdown of commercial negotiations and the failure to reach a favourable agreement on price. NPUK want to see effective treatments approved for use in all types of Niemann-Pick diseases, at prices that are affordable for our health system, but with the appropriate flexibility within that system to take into account the highly complex nature of developing medicines for our ultra-rare diseases.
In our role as patient advocates, we must remind the Committee (and indeed the Company), that their actions and decisions have severe consequences for our patient community. We must question why their lives are not a priority and why they are caught in the void between clinical effectiveness and agreeable cost.
The Committee’s understanding “that there is an unmet need for treatments that improve outcomes and quality of life for people with ASMD” (section 3.3 FDG), their conclusion “that olipudase alfa improves clinical outcomes associated with ASMD” (section 3.6 FDG) and their recognition (section 3.26 FDG) that olipudase alfa is innovative in treating ASMD” clearly reflects their preparedness to recommend olipudase alfa for routine commissioning should they be presented with a plausible cost effective option.
We therefore question why, if the Company were not minded to provide a plausible cost- effective option, supported by their economic model, did they pursue an appraisal process in which patient experts were asked to give their time and experience in support of a process that had no opportunity of success.
Appeal point 2.2: The Committee’s conclusion that an average of 1 carer was appropriate
for decision making is unreasonable
Your initial view
· You note the Committee's conclusion that an average of 1 carer was appropriate for decision making, and ask that the Committee reconsider the reported patient expert view that an average of 1.5 carers would be more reasonable. It is clear from paragraph 3.19 of the FDG that the Committee did consider that view, but reached a different conclusion. The Committee did not fail to consider it, and so its approach was not arguably unfair. If you consider that the Committee's conclusion on this point was unreasonable, you may re-state this appeal point as a ground 2 point, with an explanation of why you consider the conclusion to be unreasonable (with reference to the rationale for the Committee's conclusion provided in paragraph 3.19 of the FDG).

Our response
Section 3.7 of the FDG states that: “The EAG noted that it is likely that standard instruments such as the EQ-5D or SF-36 are not sufficiently sensitive to show improvements in clinical outcomes in ASMD.” These are, however, standard tools applied by NICE and NHSE to model QALY’s, even though NICE is aware that they have a number of limitations in capturing many aspects of ultra-rare diseases. We would like to better understand how the Committee interpreted the utility benefits taking into consideration the limitations as corroborated by the EAG, and specifically, does the Committee have confidence that the modelling has captured all the benefits seen in clinical practice and reported directly by the patients, parent and carers.
We note the statement in the FDG (3.7) “The committee understood that the evidence on olipudase alfa’s treatment effect on HRQoL from the clinical trials was mixed, but there were limitations in the evidence given the different study designs, the small sample sizes, and the relatively short duration of trial follow up.” There is no mention of the valuable insights given by the community or patient experts. PRO reports and registry data have proven to be credible measures of the true impact of treatment for patients. It appears that these are considered of secondary importance as “anecdotal evidence”, placing doubt on the value, involvement, and commitment of patients, families, clinicians and patient experts.
Section 3.19 of the FDG states “During its first meeting, the committee noted that the impact of the disease would be wider reaching than just the carer of the person with ASMD and would impact their wider social network. But it also considered that ASMD is not likely to produce such a profoundly large carer burden that 2 or more carers are needed to commit full-time efforts towards caring duties.” In addition, the Committee considered the views and evidence provided by patient experts that 1.5 carers was preferable for decision making. Due, however, to the precedent in other highly specialised technology guidance for ultra-rare diseases, also referred to within section 3.19 of the FDG, this was not upheld.
We maintain that this approach is unreasonable, and that in this case the Committee should break with precedent and take full consideration of the patient evidence and viewpoint that
1.5 carers would be more appropriate for decision making.
Appeal point 2.3: The Committee’s conclusion regarding the impact of a patient's death on carer disutility is unreasonable.
Your initial view
· You note that the Committee considered the impact of a patient's death on carers qualitatively but not quantitatively and question whether the Committee sufficiently understood the impact. Again, the FDG is clear that the Committee did consider the patient expert evidence on this point and reached a view having considered that evidence. The Committee's approach was therefore not arguably unfair. If you consider that the Committee's conclusion on this point was unreasonable, you may re-state this appeal point as a ground 2 point, with an explanation of why you consider
the conclusion to be unreasonable (with reference to the rationale for the Committee's conclusion provided in paragraph 3.20 of the FDG).
Our response
We question whether the Committee had a sufficient understanding of the impact of bereavement on parents and carers to support their decision making. In our appeal letter, we highlighted patient expert evidence that stated symptoms are variable and severe, and dependent on disease progression, carer involvement can be all-consuming. We also

highlighted the long-term impacts on carer mental health and ability to participate in everyday life and society.
We are concerned that the Committee’s approach did not fully recognise the profound effect of bereavement and feelings of guilt for passing on a genetic disease, or in the case of siblings, the guilt for being unaffected. 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 how this was considered, whether the evidence was robust and sufficiently understood, and why it was not also taken into account quantitatively. We feel the current approach is unreasonable, and we question the appropriateness of applying this.

Conclusion
We thank you once again for considering our submissions in this appeal, and particularly for upholding point appeal point 1(a).2.
We hope that the information provided in this letter has clarified our appeal points and that you can consider these for referral to the Appeal Panel.
It is our profund hope that a pragmatic approach to approving this transformative treatment may be considered, or at least that an agreement to treat clinically vulnerable patients can be reached.
Yours sincerely,

	
XXXXXXXXXXXXXXXXXXX

	XXXXXXXXXXXXXXXXX
CEO, Niemann-Pick UK
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