[image: ]2nd Floor 2 Redman Place
London E20 1JQ
United Kingdom
+44 (0)300 323 0140

Sent by email only: XXXXXXXXXXXXXXX

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



Thursday 18 April 2024



Dear XXXXXXXXXXXXX

Re: Final Draft Guidance – Olipudase alfa for treating acid sphingomyelinase deficiency (Niemann-Pick disease) type AB and type B [ID3913]

Thank you for your letter of 11 April 2024 responding to my initial scrutiny views. This is my final decision on initial scrutiny.

I consider the ground 1 points followed by the ground 2 points.

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.

I understand there to be the following limbs to this fairness challenge, as set out in your letter of 11 April 2024:

1. The final decision appears to be based on cost as opposed to clinical benefit.

2. 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.

3. The Committee's conclusion that 27.6 QALY gain was most plausible does not fully recognise:

a. that there is no alternative therapy for ASMD patients in England;

b. the high societal cost of complex best supportive care, involving many different specialities;

c. the ability of treated patients and their families to participate in life and contribute to society following treatment with Olipudase alfa.
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4. The Committee's conclusion that "treatment effect becomes more gradual" over time is not supported by evidence.

I have reconsidered all the limbs of your appeal point, and after careful consideration remain of the view that it should not be referred to the Appeal Panel. It does not raise an arguable appeal point under ground 1(a).

The first three limbs are considered in my initial scrutiny letter of 26 March 2024 and I remain of the views expressed in that letter.

In considering the fourth limb, I agree with you that it would be arguably unfair for the Committee to reach a conclusion that "treatment effect becomes more gradual" if it appeared that the Committee did so without considering evidence upon which that conclusion could be based. In this case, the evidence considered by the Committee is discussed in paragraph 3.6 of the FDG, including in particular the evidence given by clinical experts in the second committee meeting that:

patients could still benefit from the treatment after years of taking it, with continuous improvement in spleen volume and lung capacity but at a slower rate of change compared with the earlier stages of treatment.

(emphasis added)

I am satisfied that it is clear from paragraph 3.6 of the FDG that there was an evidential basis for the Committee's conclusion, and that therefore there is no arguable unfairness on this point.

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.

I confirm that this appeal point is referred 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; and/or
· unfairly failed to consider outputs from the recent study by Raebel.

At initial scrutiny, I set out my initial view that it would not be unfair for the Committee not to have had regard to a recently published study by Raebel and others, if the study was not available to the Committee. In your response you have stated that the Raebel manuscript was made available to the Committee in report form and as a pre-print. I have not identified any reference to the Committee's consideration of the Raebel et al study in the FDG or committee papers. That being the case I agree that this should be considered by the Appeal Panel.
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.
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I confirm my decision not to refer this appeal point to the Appeal Panel, for the reasons set out in my initial scrutiny letter and acknowledged in your letter of 11 April 2024. I acknowledge the difficulty of your position as a patient group in these circumstances, and the frustration that must cause.

Appeal point 2.2: The Committee’s conclusion that an average of 1 carer was appropriate for decision making is unreasonable.

This is a new appeal point, made under ground 2 in response to my initial scrutiny letter. I understand your position to be that it was unreasonable for the Committee to conclude that an assumption that children would have an average of 1 carer was appropriate, on the basis of precedent set by other highly specialised technology guidance for ultra-rare diseases.

I note the detailed consideration in paragraph 3.19 of the FDG of the appropriate number of carers required, and cannot see any basis for arguing that the conclusion itself, that an assumption of 1 carer is appropriate, was unreasonable, following consideration of the evidence discussed in that paragraph.

I have also considered whether the conclusion was rendered unreasonable by the Committee reaching it because the Committee considered itself to be bound to do so by precedent set in earlier decisions. NICE's committees evaluate each technology afresh and are not bound by earlier decisions, although they may be guided by them where appropriate. In this case, in my view paragraph 3.19 is clear that the Committee did not consider itself to be bound by precedent to reach a conclusion that 1 carer was appropriate. Rather, the Committee properly considered a range of approaches put forward by the Company, clinical and patient experts and the EAG, considered the way in which evidence and evaluation has been dealt with in earlier HST guidance (and in particular that "there is little precedent for assuming more than 2 carers, even in evaluations for more severe lysosomal storage diseases"), and then reached a conclusion based on its consideration of the evidence before it. I cannot see an arguable basis for that conclusion being unreasonable, and accordingly will not refer the appeal point to the Appeal Panel.

Appeal point 2.3: The Committee’s conclusion regarding the impact of a patient's death on carer disutility is unreasonable.

This is a new appeal point, made under ground 2 in response to my initial scrutiny letter. I understand your position to be that the Committee's conclusion unreasonably failed to recognise fully the profound effect of bereavement and feelings of guilt on parents and siblings.

In particular, whilst acknowledging that the Committee considered the impact of a patient's death on carers qualitatively in their decision-making, you question how this was considered, whether the evidence was robust and sufficiently understood, and why it was not also taken into account quantitatively.

I note from paragraph 3.20 that the Committee has explained clearly why it was not appropriate to include carer's disutilities associated with bereavement numerically in the model. I cannot see any arguable unreasonableness in that conclusion. I also note that the Committee acknowledged the impact of a patient's death on carers and that accordingly the Committee concluded, following consideration in the second committee meeting, that it "would qualitatively consider the impact of a patient's death in its decision-making". I cannot see a clear explanation in the FDG of the way in which this qualitative consideration influenced the Committee's conclusions and accordingly how the evidence in question was taken into consideration. I will therefore refer this appeal point to the Appeal Panel.

Conclusion

Therefore the valid appeal points are:

· 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, because it:

a. 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
b. cut short patient experts with the consequence that the Committee did not receive sufficient patient testimony to enable the Committee to understand their position; and/or
c. unfairly failed to consider outputs from the recent study by Raebel.

· Appeal point 2.3: The Committee’s conclusion regarding the impact of a patient's death on carer disutility is unreasonable.

NICE shares the valid appeal grounds of each appellant with the other appellants to assist with preparation for the hearing.

NICE will be in contact with you regarding the administration of the appeal, which will be held orally. Yours sincerely
     XXXXXXXXXXXXXXXXXXXXXX


Sharmila Nebhrajani OBE

Non-Executive Director & Chairman

National Institute for Health and Care Excellence
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