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Advice on olipudase alfa for treating Niemann-Pick disease types AB and B [ID3913]
Decision of the panel
Introduction
An appeal panel was convened on 24 May 2024 to consider an appeal against NICE’s final draft guidance (FDG), to the NHS, on olipudase alfa for treating Niemann-Pick disease types AB and B [ID3913].
The appeal panel consisted of: 
Professor Jon Cohen		Chair 
Chris Rao 			Health service representative
Kawitha Helme			Industry representative 
David Chandler	 		Lay representative 
Professor Gary Ford 		Non-executive director of NICE 		
None of the members of the appeal panel had any competing interest to declare. 
The panel considered the appeal submitted by Niemann-Pick UK (NPUK).

NPUK was represented by: 
Toni Mathieson 		CEO of NPUK 
Will Evans 		NPUK Trustee
Dr Simon Jones		Paediatrician and Medical Adviser to NPUK 
James Dyson 		Patient Expert
A Patient Carer representative
In addition, the following individuals involved in the evaluation were present and available to answer questions from the appeal panel:
Dr Paul Arundel		Chair, Highly Specialised Technologies                                             Committee
Richard Diaz		Associate Director, NICE
Professor Jonathan Ives Member, Highly Specialised Technologies                                          Evaluation Committee
Dr Jacoline Bouvy 	Programme Director, NICE
Yelan Guo 		Technical Adviser, NICE
The appeal panel’s legal adviser, Alistair Robertson (DAC Beachcroft LLP), was also present.
Under NICE’s appeal procedures, members of the public are admitted to observe appeal hearings and several members of the public and NICE staff observed the proceedings, which were held via Zoom.
There are two grounds under which an appeal can be lodged:
Ground 1: In making the assessment that preceded the recommendation, NICE has:
(a) Failed to act fairly; and/or 
(b) Exceeded its powers. 
Ground 2: The recommendation is unreasonable in light of the evidence submitted to NICE. 
Sharmila Nebhrajani OBE, NICE non-executive director and chairman, in preliminary correspondence had confirmed that NPUK had valid grounds for appeal under Ground 1(a) and Ground 2. 
The evaluation that is the subject of the current appeal provided advice to the NHS on the use of olipudase alfa for treating Niemann-Pick disease types AB and B. Niemann-Pick disease, also known as acid sphingomyelinase deficiency (ASMD), is a rare genetic disease. There are approximately 50 people diagnosed with ASMD in England at any one time. A deficiency of the enzyme acid sphingomyelinase results in an accumulation of sphingomyelin in the cells of affected people. ASMD type AB and B are considered in this evaluation. Both ASMD type AB and B result in liver and splenic enlargement, causing reduced appetite, abdominal distension, and pain. Accumulation of sphingomyelin in the liver, spleen, lungs and bones can also result in fatigue, respiratory failure, liver failure, clotting and immune deficiency, delayed growth and development, and impaired mobility. Type AB can also include slowly progressive neurodegeneration. ASMD is associated with increased risk of death. 
The numbering of appeal points in this letter reflects those that were used during the hearing. The text of this document does not represent a verbatim or comprehensive account of the proceedings nor a documentation of the order of events that took place, but rather provides a brief summary of the submissions from both NPUK and the committee for the points that were discussed relevant to the decisions of the panel. 
Before the appeal panel inquired into the detailed appeal points the appeal panel heard preliminary statements on behalf of Niemann-Pick UK from Toni Mathieson, William Evans, Simon Jones, and a patient carer representative. The appeal panel also heard a preliminary statement from Dr Paul Arundel, on behalf of NICE.
The appeal panel recognised from the patient evidence given during the evaluation process, the preliminary statements made on behalf of Niemann-Pick UK, and evidence given during the appeal hearing, that the diagnosis of ASMD was often delayed, and that prior to the introduction of olipudase alfa no treatment was available to patients except best supportive care. The appeal panel understood the progressive nature of ASMD, the significant impact that ASMD has on the quality-of-life, psychological wellbeing and social functioning of effected people, their carers, and family.

Appeal by NPUK
Appeal Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1(a).2 a: The Committee did not consider or fully take into account all available evidence relating to patient and carer QoL and disutilities, because 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".
The patient carer representative for NPUK explained that in all of her written submissions she felt she had made clear her view that carer input is needed across all levels of severity of the disease. During the first committee meeting, she said that the chair was controlling time very tightly, and questions were 'fired at' participants.  She explained that she was asked a question along the lines of 'if the patient's health is bad, is more care needed?'. The patient carer representative had answered 'yes' but subsequently thought that did not really represent her view.  She tried to expand on her answer but was not given the opportunity to explain and therefore felt that her view was misrepresented. 
The patient carer representative explained that her view is in fact that the amount of care given is not necessarily directly proportional to the severity of the illness. She agreed that, considering the three stages of splenic enlargement that define health state, a patient does need the highest level of care at the highest health state (i.e. the most advanced disease), but also that a patient still needs a significant amount of care in other health states. She noted that the care level is not directly proportional to the health state level as not all symptoms are derived from spleen and lung function. She considered that she had very clearly showed that the impact of caring for a child in the lowest health state was all consuming, and that as the child moves into the next health state, caring requirements were exacerbated by other symptoms such as neutropenia and fatigue.  She also noted the emotional impacts on child and carer.
Dr Paul Arundel, for NICE, noted he was not the chair in the first committee meeting. He noted that the input from patient experts throughout this evaluation had been outstanding. He explained that there was no intention of the committee to misrepresent the patient carer expert and apologised. He noted also that the explanation provided in Paragraph 3.17 was unchanged in the FDG from the wording of the draft guidance, upon which NICE had consulted, and which he said received no objection from NPUK in consultation. 
Dr Jacoline Bouvy, for NICE, appreciated that the language of health economics can cause confusion for lay people, and that there is a difference between the formally defined 'health state' used for modelling purposes, and the general state of a patient's health. 
Dr Jacoline Bouvy assured NPUK that the committee were provided with and had considered all the information presented in the meeting well in advance, so they were well acquainted with it by the time of the meeting.  She explained that committees will always have to make difficult choices about the key issues for discussion in committee meetings, from several hundred pages of material received from stakeholders.  She observed that NICE could in future explain more clearly that the fact of a subject not being discussed in the meeting does not indicate that the subject has not been considered by the committee.
[bookmark: _Hlk168310234]The appeal panel concluded as follows:
There are several instances in the written patient carer evidence and in the oral evidence heard by the appeal panel in which the patient carer representative described drivers of carer disutility that are independent of the health state of the person with ASMD such as emotional stress, financial loss, anticipatory grief, and guilt at passing on this genetic condition.
The panel therefore concluded that the statement 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", misrepresented the patient carer's position.  After hearing oral evidence from NICE the panel accepted that the patient carer representative’s position was not deliberately misrepresented and that this may have occurred inadvertently.
The scenario analysis presented in the External Assessment Group (EAG) report suggested that carer disutility had a significant impact on the incremental cost-effectiveness ratio.
As carer disutility was a significant driver of the cost-effectiveness of the technology, the panel therefore considered that misunderstanding the significant drivers of carer disutility could potentially have an effect on the outcome of the economic analysis. 
The appeal panel concluded, therefore, that there was evidence of procedural unfairness on this issue and upheld the appeal point. 
Appeal point 1(a).2 b: The Committee did not consider or fully take into account all available evidence relating to patient and carer QoL and disutilities, because it cut short patient experts with the consequence that the Committee did not receive sufficient patient testimony to enable the Committee to understand their position.
James Dyson, for Niemann-Pick UK, noted that the meeting process felt very rushed, and some questions were asked of him which he felt should have triggered a discussion but he was not given the opportunity to discuss them fully. He added that he sent several emails to clarify his points to the committee after the meeting.  He explained that if he had understood from the outset that his written submissions were intended to stand alone, and that the meetings were there only to discuss points arising, he would have added additional context to his written submissions.
He raised two specific points that he considered had been inadequately addressed in the meeting, and on which he had sent follow-up emails.  The first was that patient weight is not necessarily a reliable indicator of health state.  A patient could have higher body weight (driven by higher spleen weight) but still be malnourished.  Treatment may not lead to much difference in overall body weight, because organ weight reduction is counterbalanced by increased body weight as health improves, but treatment does nevertheless lead to a huge difference in wellbeing.  The second point was that an enlarged spleen is not inconsistent with good health.  He noted that his own spleen has reduced in size with treatment but remains considerably bigger than normal, but that with treatment his overall health state was good.
Dr Paul Arundel, for NICE, explained that for HST cases, more time was allocated to hear topics but he recognised timing was still a challenge. He explained the main purpose of the meeting is to give the committee the opportunity to ask more questions, having digested and considered the voluminous written materials. He accepted the importance of NICE explaining the precise role of patient experts in committee.  He confirmed that the committee had considered the points raised by James Dyson in his subsequent emails. The Panel noted the detailed discussion of the 'burden of the condition' in paragraph 3.2 of the FDG.
Dr Jacoline Bouvy, for NICE, explained that the meeting format had recently been amended to support Chairs to improve timekeeping in meetings. This was driven by a desire to avoid running over time, which means that stakeholders waiting to participate in discussions for the next technology under consideration by committee that day are kept waiting. The key change is that the chair is now asked to talk through the slides first (without discussion), and then move to discussion on the topic. 
Toni Mathieson, for NPUK, explained her view that paragraph 3.2 did not provide a complete picture of the burden of the disease, and that this raised a concern for her that the committee could have benefited from listening to the patient expert more. 
Richard Diaz, for NICE, noted that NPUK would have been given an opportunity to share any final thoughts, including any comments they were unable to make in the questioning section of the meeting. He also noted that the committee appreciated the exceptional input from stakeholders in the evaluation, including written submissions, which may have meant relatively few committee questions were required.
Professor Jonathan Ives, for NICE, also highlighted the incredibly powerful patient testimony and noted that the testimonies were discussed by the committee. 
The patient carer representative noted that they were informed that the summarised slides did not contain all the information the committee were given about the disease and that they had been provided with an extended slide deck however the patient carer noted there were omissions in the extended slide deck. 
Dr Paul Arundel reassured the patient carer representative that the extended slides were not a comprehensive guide, but a summary. 
In response to a question from the Chair, the patient carer representative accepted that notwithstanding the fact that she felt not everyone had a chance to contribute as they would have wished during the meeting itself, she was able to correct errors and omissions in written submissions, so the committee were informed.  However, in the absence of discussion, she noted that she could not check the committee’s understanding.
The appeal panel concluded as follows: 
The appeal panel recognised the engagement of NPUK and other key stakeholders in the evaluation process, resulting in a comprehensive body of written evidence that was considered by the evaluation committee. The appeal panel are satisfied that this evidence was appropriately considered by the committee, and accorded due significance as evidenced by paragraph 3.2 of the FDG.
With the exception of the point 1(a)2 a, the appellants did not highlight any issues that may potentially have changed the outcome of the evaluation, and/or that did not appear to have been fully understood by the committee, that they were unable to raise in the evaluation committee meeting because of insufficient time.
The appeal panel concluded, therefore, that there was no evidence of procedural unfairness on this issue and dismissed the appeal point.
The appeal panel noted the apology on behalf of NICE by Dr Jacoline Bouvy, and the determination of the NICE team to manage patient engagement better in the future to try and avoid patient experts feeling that the committee did not understand their position. 
Appeal point 1(a).2 c: The Committee did not consider or fully take into account all available evidence relating to patient and carer QoL and disutilities, because it unfairly failed to consider outputs from the recent study by Raebel.
Toni Mathieson, for NPUK, explained that the Raebel study is a highly relevant global study initiated by national patient organisations, which uses retrospective case series, online surveys and semi-structured interviews. The study outputs were provided pre-publication to the committee. She noted there was no reference to this study in the FDG or committee papers, and that NPUK felt it was essential for this evidence to be considered before a final decision was reached.
Richard Diaz, for NICE, reassured NPUK that the committee was provided with the study and it was fully considered. He explained that it is NICE's standard practice not to include references to specific papers, particularly when received pre-publication, to limit the risk of referring to unpublished evidence directly in the guidance. He identified several instances in the committee papers of conclusions that could only have been reached following consideration of Raebel.  
Toni Mathieson noted that NPUK's concern had been that as Raebel was pre-publication at the time of its submission, it would not be taken into account, and that this concern was exacerbated because there was not express reference made to it in the FDG or committee papers. She appreciated the reassurance provided by the committee that it was considered. 
The appeal panel concluded as follows:
The appeal panel noted the oral evidence from NICE confirming that the unpublished manuscript by Raebel et al was received by the evaluation committee, that the importance of the information presented had been recognised, and that it had been appropriately considered.
The appeal panel noted that figures from the unpublished manuscript by Raebel et al. were reproduced in the evaluation committee slides.
The appeal panel concluded, therefore, that there was no evidence of procedural unfairness on this issue and dismissed the appeal point. 
Appeal Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers.
No appeal points on ground 1(b) were heard by the panel.   
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.3: The Committee’s conclusion regarding the impact of a patient's death on carer disutility is unreasonable.
[bookmark: _Hlk168595988]Toni Mathieson, for NPUK, noted the all-consuming nature of the disease for parent carers, including emotional, physical and financial loss, anticipatory grief, and guilt at passing on this genetic condition.  She also highlighted that siblings of children with the disease often became carers too, and experienced 'survivor guilt'. She explained that the impacts are different for everyone, but were long-lasting, and impacted upon mental wellbeing. Living with grief has a profound impact on every facet of life, and while the nature of the impact and burden changes over time, the burden remains.
James Dyson, for NPUK, added that he had lost friends to the disease who had been refused access to the trial of olipudase alfa. He said that the grief and psychological impact is widespread; he was grieving for his friend, and there was psychological impact on his friends and family as they contended with the understanding that he might also die from the disease. He said that if no treatment is available at all, then inevitable death is something one can come to live with. However the psychological impact is greater if there is a treatment that is inaccessible.
Toni Mathieson questioned how the committee undertook the qualitative assessment of carer disutility and how it affected their decision making. She noted the lack of explanation about this in the FDG. 
Dr Paul Arundel, for NICE, begun by apologising if any stakeholder felt that the committee didn't recognise the profound effects of bereavement. He explained that the committee had tried to summarise their understanding of the devastating effects on parents and carers in paragraphs 3.2 and 3.20 of the FDG.  He acknowledged that it is challenging to recognise this impact within the framework of health evaluation, and that there is a lack of research on the subject.  He accepted that there is no generally accepted methodology for accounting for carer disutility.  In that context, he explained that the committee considered the impact of carer disutility qualitatively, in discussion, rather than applying a quantitative value to it. He pointed to paragraph 3.22 of the FDG, which records that notwithstanding uncertainties, considering the entirety of the evidence, the committee agreed that a full Quality Adjusted Life Year (QALY) weighting of 2.7 should be applied. He further pointed to the committee's conclusion (in paragraphs 3.12-3.15) that a 1.5% discount rate should be applied to both costs and benefits, rather than 3.5% as used in the NICE reference case and as preferred by the EAG. He explained that this conclusion followed consideration of all the evidence presented and patient testimonies. He added that they tried to capture a number of non-numeric factors in their decision making, but recognised they needed to make this clearer in the papers. 
Dr Jacoline Bouvy, for NICE, reinforced this point, explaining that the committee recognised that seeking to take account of carer disutility in a quantitative way would potentially underestimate the impact of the treatment for carers.  This was reflected in the decision-making by acknowledging that despite the uncertainty in the evidence presented, which usually means that the committee will be more cautious in accepting QALY weighting or a lower discount rate value, in this case the committee accepted that it was appropriate to accept the full QALY weighting and 1.5% discount rate. She further noted that committees typically aim to be succinct when drafting decision-making sections of guidance. She said that especially in relation to non-numerical factors, committees tend to shy away from being overly explicit as to the impact of different non-numerical factors beyond explaining that the totality of evidence was taken into account, because to do otherwise would risk becoming numerical about non-numerical factors, and the extent to which they influenced decision-making.  She accepted that will always lead to a degree of vagueness in the description of decision-making. 
In response to a question from the Chair, Dr Jacoline Bouvy acknowledged that NICE committees had on occasion in the past accepted quantitative evidence on carer disutility, but explained that in this case the committee's position was driven by the utility values proposed and the uncertainty of the evidence base for those values.
In response to a question from the Panel, Dr Paul Arundel acknowledged that it was plausible that in other HST evaluations a committee might decide to apply a full QALY weighting and 1.5% discount rate, where the impact of bereavement on carer disutility was not also an issue. In this case, however, he explained that he is satisfied that the measures adopted did fully capture the impact of carer disutility and the other factors considered by the committee. 
Dr Paul Arundel further noted that the quantitative modelling proposed by the Company applied a disutility of -0.5 over a time horizon that assumed no waning of disutility for 100 years. Without wishing in any way to minimise the impact of bereavement, the committee did not consider that to be credible.  By contrast the EAG dismissed the impact of bereavement as highly speculative. In response to a question from the Chair, Dr Paul Arundel agreed that the EAG comment that inclusion of carer disutility associated with patient death “potentially biased the analysis in favour of olipudase” was inappropriate. The committee was not provided with a sensitivity analysis.  The committee's view was that the evidence was so uncertain that they could not apply a figure to it, but rather, would account for it qualitatively, falling between the approaches proposed by the Company and the EAG respectively.
The appeal panel concluded as follows: 
The appeal panel noted that there is no consensus in previous NICE evaluations and the academic literature on how a quantitative approach should be taken to recognising the effect of a patient’s death on carer disutility. In several other economic analyses and technology appraisals performed by NICE or published in the academic literature this has resulted in adoption of a qualitative approach. The appeal panel therefore did not consider that adoption of a qualitative approach was unreasonable.
The appeal panel noted the approach of the committee described in oral evidence. The appeal panel did not consider adopting a lower discount rate and a higher QALY weighting to account for carer disutility to be an unreasonable approach to qualitatively account for the carer disutility associated with death. 
The appeal panel concluded, therefore, that there was no evidence that the evaluation committee had acted unreasonably on this issue and therefore dismissed this appeal point. 
The appeal panel considered however that the approach used to qualitatively account for the carer disutility associated with death had been insufficiently described in the FDG. The appeal panel therefore suggest that this should be appropriately clarified in a revised FDG.
The appeal panel noted that there was a contradiction between the answer given by Dr Jacoline Bouvy in how the carer disutility associated with death was modelled in the company model in oral evidence (suggesting that carer life expectancy was modelled according to population norms) and how this was represented in the FDG (suggesting that carer life expectancy was assumed to be 100 years). This should be clarified in the FDG to ensure that the company model is not misrepresented. 
Conclusion and effect of the appeal panel’s decision
The appeal panel upheld the appeal by NPUK on appeal point 1(a)2a.
The appeal panel dismissed all other appeal points but would draw the attention of NICE to paragraph 61 of this appeal decision that suggests further clarification in the FDG following the panel’s consideration of appeal point 2.3.
The evaluation of this technology is remitted to the evaluation committee in order to allow them to reconsider whether misunderstanding the patient expert’s opinion regarding the significant drivers of carer disutility could potentially have had an effect on the outcome of the economic analysis. 
There is no possibility of further appeal against this decision of the appeal panel. However, this decision and NICE’s decision to issue the final guidance may be challenged by applying to the High Court for permission to apply for a judicial review. Any such application must be made within three months of NICE publishing the final guidance.
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