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Advice on zilucoplan for treating generalised Myasthenia Gravis [ID4008]: 
Decision of the appeal panel
Introduction
An appeal panel was convened on 19 November 2025 to consider an appeal against NICE’s final draft guidance, to the NHS, on zilucoplan for treating generalised Myasthenia Gravis ("gMG") [ID4008].
The appeal panel consisted of: 
	· Peter Groves
	Chair

	· Jackie Fielding
	NICE Non-executive Director

	· Paul Robinson
	Industry Representative

	· Stephen Hoole
	Health Service Representative

	· Malcolm Oswald
	Lay Representative



None of the members of the appeal panel had any competing interest to declare. 
The appeal panel considered appeals submitted by UCB Ltd ("the company" / "UCB"), Myaware UK ("Myaware"), Muscular Dystrophy UK ("MDUK") and the Association of British Neurologists ("ABN"). 
UCB was represented by: 
	· Matthew Binns
	Access Lead UK and Ireland

	· Maria da Silva Leite
	Consultant Neurologist

	· Adela Williams
	Legal Representative


Myaware UK was represented by:
	· Abby Mabil
	Patient Expert

	· Chana Hewamadduma
	Consultant Neurologist

	· Sarah Love
	Legal Representative


MDUK was represented by:
	· Kate Adcock
	Director of Research

	· Charlotte Roy
	Research Communications Manager

	· Jennifer Spillane
	Consultant Neurologist 


ABN was represented by:
	· Katherine Dodd
	Consultant Neurologist


In addition, the following individuals involved in the appraisal were present and available to answer questions from the appeal panel:
	· Charles Crawley
	Chair, Technology Appraisal Committee B

	· Jacoline Bouvy
	Programme Director, Medicines Evaluation, NICE

	· Emily Crowe
	Associate Director, Appraisals, NICE

	· Yelan Guo
	Health Technology Assessment Adviser, NICE

	· Peter Wheatley-Price
	Committee member, Technology Appraisal Committee B


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 One: In making the assessment that preceded the recommendation, NICE has:
(a) Failed to act fairly; and/or 
(b) Exceeded its powers. 
Ground Two: The recommendation is unreasonable in light of the evidence submitted to NICE. 
Mark Chakravarty, NICE lead non-executive director for appeals, in preliminary correspondence had confirmed that: 	
UCB had potentially valid grounds of appeal under Grounds 1 and 2
Myaware had potentially valid grounds of appeal under Ground 2
MDUK had potentially valid grounds of appeal under Grounds 1 and 2
ABN had potentially valid grounds of appeal under Ground 2. 
The appraisal that is the subject of the current appeal provided advice to the NHS on zilucoplan for treating generalised Myasthenia Gravis [ID4008]. 
The numbering of appeal points in this document reflects those that were used during the hearing. The text of this document does not represent a verbatim account of the proceedings nor a documentation of the order of events that took place but rather, provides a brief summary of the appellant and committee submissions for the points that were discussed relevant to the decisions of the panel. 
Before the appeal panel inquired into the detailed complaints the following made a preliminary statement:
a. Abby Mabil on behalf of Myaware, 
b. Matthew Binns on behalf of UCB, 
c. Kate Adcock on behalf of Muscular Dystrophy UK, 
d. Katherine Dodd on behalf of ABN; and 
e. Charles Crawley on behalf of NICE.
Some appeal points were discussed together in the hearing (which is reflected in the summary of the discussion below). They were then considered separately by the appeal panel and the conclusions in this decision letter are presented as such.
UCB appeal point 1(a)1: The committee's conclusion that zilucoplan adds an additional line to the treatment pathway was raised by the committee only after ACM3, with the result that there was no opportunity for consultation on this key issue.
UCB appeal point 2.2: The committee's conclusion that zilucoplan adds an additional line of therapy to the treatment pathway to generalised myasthenia gravis is unreasonable. 
UCB appeal points 1(a)1 and 2.2 both related to the positioning of zilucoplan in the treatment pathway: 1(a)1 in respect of the procedural fairness of a change in approach following ACM3 as to zilucoplan's position in the treatment pathway, and 2.2 as to the reasonableness of the conclusion. 
Adela Williams introduced this appeal point for UCB. She explained that UCB's first challenge to the procedural fairness of the appraisal related to what she described as a material change to the committee's approach to positioning zilucoplan as an additional line in the treatment pathway after the third committee meeting, with no opportunity for consultation with the stakeholders or expert input. 
Referring to the appeal against the final draft guidance for efgartigimod for treating antibody-positive generalised myasthenia gravis (TA1069), Adela Williams noted the similar submissions made in respect of the understanding of the relationship between the positioning of the drug (in this case zilucoplan) in the treatment pathway and its marketing authorisation. 
Adela Williams explained that the marketing authorisation provides for zilucoplan to be prescribed as an add-on to standard treatment. Standard treatment for gMG in adults who test positive for anti-acetylcholine receptor antibodies includes surgery to remove the thymus gland, acetylcholinesterase inhibitors, corticosteroids ("CCS") and non-steroidal immunosuppressant treatments ("NSISTs"). Adela Williams noted that the marketing authorisation does not specify the sequencing of treatment, and does not suggest that zilucoplan is intended to be an additional line of treatment. 
After the third committee meeting, NICE confirmed in email correspondence with UCB that zilucoplan adds an additional line to the treatment pathway and would therefore constitute a third line of treatment post-standard treatment (intravenous immunoglobulin ("IVIg") and plasma exchange ("PLEX") being the second line of treatment). Adela Williams explained UCB's position that adding zilucoplan (and other new treatments for refractory gMG) as a third line to an already costly treatment pathway makes it almost impossible for zilucoplan to be considered a cost-effective use of NHS resource. 
Adela Williams argued that because the change in approach happened after the final committee meeting, there was no opportunity for consultation, consideration of whether this approach reflected NHS practice, or any opportunity for revised economic modelling or clinical expert input on the matter. 
In comparison with other NICE appraisals where treatment sequencing is required, Adela Williams expressed the view that the committee's approach to zilucoplan differed to the approach in those other appraisals (for example, upadacitinib for treating moderate rheumatoid arthritis (TA744)). 
Emily Crowe, for NICE, opened by explaining that it was necessary to distinguish between the two functions of IVIg and PLEX in modelling. First, as a comparator to zilucoplan (IVIg and PLEX being alternatives to zilucoplan) and second as part of the zilucoplan treatment pathway (as subsequent treatments following zilucoplan). She added that some patients with refractory gMG do not have access to IVIg or PLEX, and for some the use of IVIg/PLEX are contraindicated – as a result, a basket of standard of care was also used to capture the treatment used for those with refractory gMG who could not have IVIg/PLEX (CCS / NSISTs).
Emily Crowe asserted that the committee's approach on this point had not changed throughout the appraisal. 
f. At the first committee meeting, UCB's model did not account for any future use of IVIg/PLEX for those stopping zilucoplan, which was contrary to clinical expert input that those stopping zilucoplan would move on to IVIg or PLEX, as illustrated at paragraph 3.10 of the first draft guidance, and 3.14 of the second draft guidance. 
g. At the second committee meeting, UCB used a pooled group of subsequent treatments after stopping first line treatment. The committee did not consider this to be a plausible solution, on the basis that it only modelled the costs and not the benefits of those subsequent treatments. In that model, UCB assumed that IVIg / PLEX if used once, could be used again. This demonstrated, in the committee's view, implicit acceptance of the fact that subsequent treatment would follow zilucoplan. This was shown in a diagram on the slides used in the second committee meeting, and is also reflected at paragraph 3.14 of the Final Draft Guidance (“FDG”). 
h. At the third committee meeting, UCB provided a model which accounted for treatment switching. The model was adapted to reflect the need for subsequent treatment. 
Taking the procedural history of the appraisal into account, Emily Crowe said that the approach to positioning zilucoplan in the treatment pathway had not changed throughout the appraisal – and that UCB's own iterative amendments to the model throughout the appraisal demonstrated that UCB understood this. She added that there had been numerous phone calls and email correspondence between NICE and UCB to explore the positioning of zilucoplan in the treatment pathway. 
The appeal panel asked whether it would ever be the case that a patient would be prescribed zilucoplan in combination with either IVIg/PLEX. Emily Crowe confirmed that zilucoplan would never be administered in combination with IVIg/PLEX, and that the committee had never sought modelling of that combination. The marketing authorisation licensed zilucoplan to be prescribed as an add-on to standard treatment (and not to IVIg/PLEX). 
Charles Crawley, for NICE, explained that the committee had repeatedly heard evidence that zilucoplan would displace IVIg and PLEX, but that it would not replace them. Extensive review and discussion took place during committee meetings about the positioning of zilucoplan in the treatment pathway. Slide 20 in the public committee slides, uploaded to the NICE website on 26 June 2025 demonstrates that at the third committee meeting, all of the subsequent treatments were considered for zilucoplan, IVIg and PLEX. There were two lines of therapy in the comparator arm and three in the zilucoplan arm of the model. Charles Crawley expressed the committee's view that it was difficult to understand UCB's ground of appeal given the extensive evidence and discussion on the positioning of zilucoplan in the treatment pathway. 
The appeal panel asked NICE whether it understood "add-on" (as in the marketing authorisation) to mean "include in the sequence" rather than "concurrent treatment". Charles Crawley confirmed that zilucoplan was an add-on to standard treatment, and not IVIg / PLEX. He explained that several clinical experts had told the committee that they would consider IVIg / PLEX for those stopping zilucoplan, and therefore IVIg / PLEX would not disappear from the pathway once zilucoplan is introduced. 
The appeal panel asked NICE whether there was any suggestion that zilucoplan had curative effect, and therefore would remove the need for subsequent treatment. Charles Crawley confirmed that the committee did not see any evidence suggesting that zilucoplan was curative, and that month-17 data demonstrated that there would be need for rescue therapies (i.e. IVIg/PLEX). Emily Crowe agreed with Charles Crawley's view, that week-12 data from the RAISE trial did not suggest curative potential. 
Jacoline Bouvy, for NICE, responded to UCB’s suggestion that it would be almost impossible for zilucoplan to be considered a cost-effective use of NHS resource when added to the treatment sequence. She explained that the committee accepts that current NHS practice creates challenges in terms of demonstrating the cost effectiveness of zilucoplan, but that the committee did not consider this to be an insurmountable hurdle. Where a new technology reduces the need for subsequent treatment, this will impact the cost-effectiveness of the technology. The modelling in this appraisal, she explained, presented a challenging value proposition for zilucoplan. The committee were aware of that fact and considered it extensively. 
In response, Adela Williams explained UCB's position, that NICE had conflated two things: subsequent treatment and whether or not there should be two or three lines in each arm (comparator v treatment). UCB agreed that subsequent treatments were considered in the modelling, but that proposition was materially different to agreeing that there ought to be three lines of treatment in the zilucoplan arm of the model vs two lines of treatment in the comparator arm of the model. Adela Williams further argued that any treatment, for any condition which requires a sequence of treatments will engage the same issues, and that the committee is therefore obliged to adopt the same approach in relation to zilucoplan. 
Adela Williams reiterated that, in respect of procedural fairness, the disparity between the number of lines in both arms of the model only arose after the third committee meeting, and is mentioned at paragraph 3.16 of the FDG but was not explicitly referenced in the first or second draft guidance. She expressed UCB's view that this change warranted further consultation. 
Charles Crawley noted the committee's view that zilucoplan is seen as an additional line of therapy, and so it was rational for there to be an additional line of treatment in the zilucoplan arm of the model.
The appeal panel asked whether there was any indication that zilucoplan was disease modifying, and whether (as a result) there was any suggestion that IVIg/PLEX would be as effective, more or less effective as a second line treatment than it would be as third line treatment. 
Maria da Silva Leite, for UCB, said that zilucoplan was neither curative nor disease modifying, but that it offered a high chance of disease improvement in a sustained and significant way. She explained that patients with refractory gMG often improve for a short period of time on IVIg/PLEX – but that the effect would not be sustained and there would be gradual waning until the next administration of IVIg/PLEX. 
The appeal panel asked whether there was any evidence to suggest differential response to future IVIg/PLEX based on whether a patient had received zilucoplan or standard treatment. Maria da Silva Leite said that there was no such evidence at present, on the basis that many of those receiving zilucoplan in clinical trials remained on zilucoplan at the time of the appeal hearing, and that there was therefore limited clinical experience in comparative efficacy of other rescue treatments before and after zilucoplan. 
Matthew Binns, for UCB, said that UCB had not at any stage modelled three lines of therapy in the treatment arms and two lines in the comparator arm. He explained that a consequence of the comparator arm modelling as preferred by the committee, was that a significant proportion of patients would be left on standard treatment for the rest of their lives. 
Emily Crowe described that at the time of the appraisal, there were no long-term data (with the RAISE trial having 12 weeks of data, and RAISE-XT having 84 weeks of data), and so the committee had to rely on clinical expert input to inform the committee's assumptions. She said that the clinical expert input was clear that patients would go on to IVIg/PLEX after zilucoplan. Charles Crawley, agreeing with Emily Crowe, referred to the fact that the committee is required to take the entire sequence of a treatment into account, which is why the committee concluded that zilucoplan added an additional line to the treatment pathway. 
Concluding the discussion of these two appeal points, Jacoline Bouvy said that the perceived inconsistency may lie in the sequencing of treatments, and that a model needs to capture all the differences in treatment over the lifetime of the patient to ensure that all important cost / benefit outcome differences are accounted for. 
Although these appeal points were discussed together during the hearing, the panel arrived at separate decisions in regard to the two different points that related to different grounds for appeal. 
In relation to UCB’s appeal point 1(a)1, the appeal panel concluded as follows. The appeal panel noted that there was acceptance by UCB that gMG is a lifetime condition and that treatment with zilucoplan is not regarded as a cure.  The appeal panel also noted that UCB accepted that when treatment with zilucoplan is stopped, alternative treatments, including IVIg and PLEX may be required sequentially in addition to standard therapy during the lifetime of a patient.  The appeal panel considered that acceptance of these principles meant that it was implicit that sequential treatment would need to be modelled in the cost effectiveness analysis and that meant that 3 lines of treatment should be included in the zilucoplan arm and 2 lines of treatment in the standard care arm.  In this regard, the appeal panel noted consistency with the approach that was taken by the committee in TA1069.  Furthermore, the appeal panel was persuaded that the committee's preferred positioning of zilucoplan in the treatment pathway had not changed throughout the appraisal and that amendments had been made by UCB in their model during the course of the appraisal that could suggest that they were aware of the preferred approach of the committee.  The appeal panel did not consider that UCB had been deprived of ample opportunity to engage and consult with NICE about this issue. The appeal panel considered that the committee had behaved consistently and fairly during the appraisal in stating that zilucoplan adds an additional line to the treatment pathway.  The appeal panel therefore dismissed the appeal on this point.
In relation to UCB’s appeal point 2.2, the appeal panel concluded as follows. The appeal panel noted that there was agreement that zilucoplan would not be used concurrently with IVIg or PLEX treatments and that its use therefore displaced but did not necessarily replace the need for these alternative treatments during the lifetime of a patient.  The appeal panel were persuaded, therefore, that it was reasonable for the committee to conclude that in the context of a lifelong condition, and considering the additional role of a non-curative treatment such as zilucoplan, the requirement for an additional line in the sequential treatment pathway as compared with standard therapy was required.  Consequently, the appeal panel dismissed the appeal on this point. 
UCB appeal point 1(a)3: The committee's preferred assumption for using the EAG's approach of modelling subsequent treatment lacks transparency.
Myaware appeal point 2.4: NICE's conclusions in relation to subsequent treatment distributions in the zilucoplan arm and comparator arm of the model are opaque but appear to be irrational.
UCB appeal point 2.3: The committee's conclusion that the subsequent treatment for the zilucoplan arm in the economic model should be informed by the efgartigimod full EAMS cohort whereas the comparator basket is informed by a different data source is inconsistent and unreasonable.
UCB appeal point 1(a)3, Myaware appeal point 2.4 and UCB appeal point 2.3 all related to the committee's preferred assumptions (and conclusions) on subsequent treatment. 
Sarah Love, for Myaware, explained Myaware's view that the committee had irrationally preferred different sources of subsequent treatment distribution for each arm of the model as follows: 
i. In the zilucoplan arm of the model, the subsequent treatment distributions were derived from the full early access medicines scheme ("EAMS") cohort.
j. In the comparator arm of the model, the subsequent treatment distributions were derived using the lowest of the estimates provided in UCB's expert elicitation. 
Assuming low proportions of patient switching, and that patients will not be re-treated with the same treatment option once it has failed, creates a modelling scenario in which patients are moved onto CCS/NSISTs indefinitely – which will make the arm less costly. Sarah Love explained that this was an issue for two reasons: 
k. It was not a realistic treatment option for the population for which zilucoplan was indicated. Suitable treatment options are limited, and it is likely that a patient will need repeated rescue treatments. Myaware's view is that it is not realistic to model a scenario in which those patients are left only on standard treatment, without rescue therapies, indefinitely. 
l. The approach to uncertainty in modelling subsequent treatment for zilucoplan and efgartigimod differed. 
Matthew Binns, for UCB, explained the basis of UCB's expert elicitation, in which four clinical experts provided estimates of the numbers of patients switching between treatments. One of the four estimates provided by each of the clinical experts was lower than the other three. UCB provided a mean number which represented the geographical disparity. UCB considered that the external assessment group ("EAG") had relied on the view of only one of the four experts without giving reasons for doing so, and that NHS England had failed to provide any sources for or explanation of the data on which it relied in reaching its conclusions on switching estimates. He described NHS England's estimates as unstructured and unsuitable for decision making, and that it was unclear whether this was a fair representation of practice in England.  
Addressing UCB appeal point 2.3 specifically, Matthew Binns explained UCB's view that it was unreasonable to assume that patients would switch from zilucoplan to IVIg/PLEX, and then stay on that treatment for the remainder of their life (or alternatively, remain on standard of care for the rest of their lives). This was contrary to the evidence set out in UCB's expert elicitation, with clinicians saying that patients in this cohort would be re-treated with IVIg / PLEX, as treatment resistant patients would not stay on standard treatment alone. In UCB's view, the subsequent treatment basket was inappropriate / unreasonable, and was further inconsistent with TA1069. 
Charles Crawley, for NICE, explained that the committee used the full EAMS cohort to model zilucoplan failure, and then a different estimate to model IVIg / PLEX failing (which was not available in EAMS). The basis of the committee's decision on subsequent therapies was considered at the third committee meeting. He noted that in reaching its conclusion, the committee had taken into account UCB's expert elicitation, the full EAMS cohort and the revised EAMS cohort. 
Charles Crawley described the considerable uncertainty associated with the switching estimates for IVIg and PLEX in both UCB's expert elicitation and NHS England's estimates. As a result, the committee concluded that it should take a mid-point of the estimates as a result of the uncertainty. The fact that the mid-point happened to be the same as one of the four experts in UCB's expert elicitation was coincidental. 
Repeated treatment (i.e. switching from IVIg to IVIg or PLEX to PLEX) was considered as part of UCB's modelling, which was explained in the third committee meeting (slide 37 in the public committee slides, uploaded to the NICE website on 26 June 2025). Charles Crawley said that these data explicitly set out the calculations undertaken to reach the preferred switching proportion. He said that although some patients would be re-treated with the same treatments, the proportions were too small to be taken into account in the modelling. He noted that the impact of modelling this would have been small, and so the committee considered the decision risk to be low. 
The appeal panel asked how the committee had sought to scrutinise NHS England's switching estimates, and whether similar levels of interrogation had been applied to UCB's expert elicitation and NHS England's switching estimates. 
Charles Crawley explained that NHS England's data were derived from 2 experts, and had similar levels of uncertainty to UCB's expert elicitation. He said that the committee had not ascribed a great deal of weight to the NHS England data. He described the significant difference in the range of opinions offered by stakeholders, and the associated uncertainty which led the committee to conclude that it could not rely exclusively on any one view, which is why the committee opted for a mid-point of the estimates. 
The appeal panel explicitly asked whether greater weight was placed on NHS England's data compared to the expert elicitation data. Charles Crawley said that this was not the case. 
The appeal panel asked for further information as to the committee's approach to switching proportions for those patients being re-treated with IVIg or PLEX. Charles Crawley reiterated that the number of patients being re-treated was small. He said that although the committee could have accounted for that quantitatively, the evidence available to the committee did not enable it to do so. 
In response to a question from the appeal panel, Emily Crowe, for NICE explained that the approach to modelling sequential treatment in the zilucoplan appraisal was consciously consistent with the approach adopted in TA1069. In both appraisals, it was considered appropriate for subsequent treatment to be applied in the same way to both arms of the model (though ultimately PLEX was removed entirely from both arms of the model in TA1069 owing to uncertainty in a different evidence base).  
Addressing the committee's approach to consistency more broadly, Jacoline Bouvy, for NICE, explained that the committee will adopt a consistent approach to previous appraisals unless there is a reason to fundamentally change that approach. She explained that in the zilucoplan appraisal, there were some instances in which it was appropriate to depart from TA1069 (for example, data in relation to Minimal Symptom Expression (“MSE”) which were not available during TA1069 had become available ahead of the zilucoplan appraisal). 
Matthew Binns emphasised that UCB's appeal point related to the perceived lack of transparency in the committee's preferred assumptions. It was UCB's view that in light of the uncertainty facing the committee, it would have been reasonable for the committee to have preferred the most robust data (which, in UCB's view, was UCB's expert elicitation). He added that, as far as UCB is aware, the experts consulted by NHS England could have been from the same centre, working together. Emily Crowe confirmed that her understanding was that the expert input came from two different centres in London. 
Sarah Love, for Myaware, noted that the modelling suggested that the switching proportions were low, and that a significant number of patients were being left on inadequate treatment, which could lead to myasthenic crisis – and that this did not appear to be a reasonable clinical outcome. 
In response to questions from the appeal panel, Charles Crawley disagreed with Sarah Love's view that the switching proportions were low. He clarified that there were low proportions of patients being re-treated with IVIg (i.e. switching from IVIg to IVIg), rather than low proportions of patients being re-treated per se. 
Channa Hewamadduma, for Myaware, explained that it is highly unlikely that patients who had been treated with IVIg or PLEX would be left on CCS / NSISTs after IVIg or PLEX failed. He described that doing so could leave a patient in intensive care, and being considered for a bone marrow transplant.
In relation to UCB's appeal point 1(a)3, the appeal panel concluded as follows. It noted that the committee decision-making as to the appropriate nature and frequency of use of sequential therapies that should be included in the treatment pathway for zilucoplan and comparator arms in the modelling was informed by data from the EAMS database, UCB's expert elicitation report and from an NHS England paper. The appeal panel were satisfied that these represented an appropriate range of data sources to inform these important decisions but also noted the uncertainty that arose in the minds of the committee in light of a range of views in regard to treatment switching that was apparent from the expert elicitation report and NHS England paper.  While the appeal panel were satisfied that both had been considered by the committee, it was evident during the course of the hearing that the NHS England data relied on the opinion of only two consultants from two different centres in London, facts that had not previously been shared with UCB and were not clear in the documentation provided. Furthermore, the details of the NHS England data appeared to be vague and incomplete and the appeal panel were left with uncertainty as to how exactly they had been used by the committee in their decision making. Consequently, the appeal panel concluded that there was indeed a lack of transparency by NICE in regard to the details and source of the NHS England data as well as their use in their decisions around the preferred approach to the modelling of subsequent treatment and that this constituted unfairness.  The appeal panel therefore upheld the appeal on this point.
In relation to Myaware's appeal point 2.4 and UCB's appeal point 2.3, the appeal panel concluded as follows. The appeal panel accepted the conclusion of the committee that the EAMS database represents the most appropriate source of real-world data available to inform the range and proportions of treatments used in patients with gMG in the NHS and noted the advice that had been received by experts that access to treatments varied throughout the country.  Consequently, the appeal panel considered that it was reasonable that the committee preferred these data to inform the proportions of treatments in the standard of care ‘basket’ that was used in the comparator arm and after stopping treatment with zilucoplan. In regard to subsequent treatment switching and noting the uncertainty in the minds of the committee in regard to the range of treatment switching that was evident from the expert elicitation and the NHS England data sources, the appeal panel considered that the selection, by the committee, of a mid-point of the estimates from these data was also reasonable in principle. Nonetheless, the additional uncertainty with regard to the NHS England data that was evident during the hearing and which is considered in the panel’s decision to uphold UCB’s appeal point 1(a)3 was noted by the appeal panel.  The appeal panel were persuaded that the application of all these preferred assumptions had been applied consistently across the zilucoplan and comparator arms at appropriate stages in the treatment sequences and that these had been done consciously as with the previous TA1069 appraisal.  It considered this desire for consistency across the 2 appraisals also to be reasonable since there appeared to be no fundamental reason in the zilucoplan appraisal to deviate from the approach taken in TA1069 in this regard. The appeal panel therefore concluded that, while reasonable alternative assumptions could have been made, the committee's preferred assumptions in relation to the modelling of subsequent treatments in the zilucoplan and comparator arms in this case had been reasonable and consistent and it dismissed the appeal on these points.
UCB appeal point 2.4: The committee's conclusion that UCB's expert elicitation had several uncertainties is unreasonable.
Matthew Binns introduced this appeal point for UCB. Referring back to the previous appeal points, he said that the appeal panel had heard from both patient and clinical experts that it was implausible to consider that the patient group in question would stay on standard treatment forever. He described the comparator as being inappropriate, unreasonable and inconsistent with TA1069. 
Charles Crawley, for NICE, described the EAG's concerns about UCB's expert elicitation prepared by Clarivate. Some results were found to lack accuracy, and clinical experts had found it difficult to answer some of the questions posed. He explained that all of the EAG's concerns in respect of the Clarivate report were set out at paragraph 3.16 of the FDG, and that the committee were mindful of, and in agreement with some if not all of those concerns. The committee's main concern was the broad range of results which suggested significant uncertainty. The Clarivate report itself suggested that the "results are very uncertain and should be used with caution".
The appeal panel asked whether the committee had disregarded the data in the Clarivate report as a result of that uncertainty. Charles Crawley confirmed that the committee had not disregarded the data. Instead the committee considered the data in the Clarivate report and NHS England's data – both of which containing significant uncertainties (primary in relation to the data, but there were also secondary concerns about the methodology) – and as a result opted to choose a midpoint as a pragmatic decision. 
In response to Charles Crawley, Adela Williams, for UCB noted that the principal concerns of the committee are those in the FDG, which primarily focus on methodological concerns. She stated that only one of these concerns are considered valid by UCB (in relation to the lack of clarity about any conflicts of interest that the experts may have). She summarised UCB's appeal point as concern that the committee had attributed equal weight to data from NHS England (which UCB considered to be lacking in explanation or backing) and UCB's data (which UCB considered to be robust and transparent). 
Matthew Binns noted that, as far as UCB is aware, no figures were provided in NHS England's estimate and therefore it was unclear how a midpoint estimate could be made. 
In relation to UCB’s appeal point 2.4, the appeal panel concluded as follows. The appeal panel were persuaded that the committee had considered the results of the Clarivate expert elicitation report carefully and had not dismissed the data in their deliberations.  It noted that a number of uncertainties and concerns had been expressed by the EAG about the report and that the committee had agreed with at least some of these, as described in section 3.16 of the FDG.  It was persuaded that uncertainty arose in the minds of the committee because of the broad range of results that experts had provided in the report and that this was the committee's main concern.  Nonetheless, others were noted including the absence of information provided by the participants in regard to their conflicts of interest as well as the difficulty that they had had in accurately answering some of the questions.  The appeal panel also recalled that the committee chair had drawn their attention to the fact that the Clarivate report itself had suggested that the results were uncertain and should be used with caution. Overall, the appeal panel concluded that it was reasonable for the committee to have several uncertainties about the results of the expert elicitation report and they dismissed the appeal on this point.
MDUK appeal point 1(a)1: The assessment of zilucoplan was inconsistent with the appraisal of comparable treatments for gMG, undermining fairness and transparency (i) inconsistent treatment of subsequent treatment modelling; and (ii) inconsistencies in how real-world NHS use was interpreted.
Charlotte Roy introduced this appeal point for MDUK. She described uncertainty as being inherent in NICE appraisals, and that there was uncertainty present in both the zilucoplan and efgartigimod appraisals. In the face of that uncertainty, Charlotte Roy re-iterated the importance of NICE's decisions being consistent and transparent. 
Emily Crowe, for NICE, referred to section 6.2.26 of the Health Technology Evaluations Manual (“the Manual”), which provides that "as far as possible, the committee will make sure that decisions about what constitutes good value for money are consistently applied between evaluations". At section 6.2.27, the Manual goes on to list the factors that the committee will take into consideration in its decisions on cost effectiveness or cost savings. Emily Crowe highlighted that there were three appraisals running at approximately the same time for treatments for gMG (the current evaluation of zilucoplan, efgartigimod (TA1069) and rozanolixizumab (ID5092)), and that the committee was alive to the expectation of consistency between the three.
Emily Crowe listed the factors that the committee considered to have been consistent between the three appraisals: 
m. Composition of standard of care 
n. Target population (refractory and aligned closely with the EAMS inclusion criteria)
o. Using the full EAMS cohort (rather than the revised cohort) 
p. Aligned on subsequent treatments in the model
q. Consistent application of the same basket of care 
r. Rejection of unequal modelling of the basket of care
s. Approach to carer utilities; and 
t. Using Lee et al to model CCS costs. 
Emily Crowe described that this was not accidental. The committee had considered the different sets of assumptions side by side in the committee meetings. 
The appeal panel asked how the committee balances the need for consistency against the need to ensure that the appraisal is carried out using the information available to it at that time. Charles Crawley, for NICE explained that if the committee were reaching different conclusions to TA1069, they would consider why that was the case and whether the departure was justified in light of the evidence before the committee. One example of that consistency was in relation to using the full EAMS cohort (rather than the revised cohort). 
Jennifer Spillane, for MDUK, explained that entry into the EAMS cohort was less restrictive than the patient cohort in which zilucoplan would be offered, and that consequently, it was not plausible to use the whole EAMS cohort. She noted that not all those in the full EAMS cohort would be considered refractory insofar as eligibility for zilucoplan is concerned.
Charlotte Roy noted that as a patient organisation, the full modelling is not accessible to MDUK, which underscores the importance of comprehensive and transparent discussion of the material issues in the FDG. Emily Crowe noted that it is not practicable for the FDG to be a verbatim account of every factor taken into account by the committee in reaching its decision, and that there is a need to balance brevity with transparency as NICE guidance must be usable in the NHS. 
In relation to MDUK’s appeal point 1(a)1, the appeal panel concluded as follows. The appeal panel were persuaded that the committee were fully aware of other appraisals that were active at the same time as their consideration of zilucoplan for the treatment of the same condition, namely generalised myasthenia gravis.  It noted that the committee had considered the different sets of assumptions that were preferred in the current appraisal side by side with those arrived at in the other appraisals and had sought to achieve consistency where relevant. In doing so, the appeal panel were satisfied that the committee were aware of their responsibilities to ensure the need for consistency to be fairly and appropriately balanced with an approach in the preferred modelling that accurately reflected the individual circumstances of the zilucoplan appraisal and the evidence that was available to them. The appeal panel noted, therefore, that while there were differences in the details of the modelling across the appraisals, there was alignment on a consistent application across the treatment and comparator arms of subsequent treatments.  Furthermore, the use of the full rather than the revised EAMS data in the 3 appraisals appeared, in the minds of the appeal panel, to indicate a fair approach to consistency in reflecting how real-world NHS data had been applied.  The appeal panel concluded that the committee's preferred assumptions on the modelling of subsequent treatments and the use of the full EAMS database to inform these were clearly described in the FDG and, consequently, the appeal panel considered that the committee had been consistent, transparent and fair in these regards and dismissed the appeal on this point.
Myaware appeal point 2.1: NICE's conclusion that the appropriate comparator is a "basket" of standard care, with some people having IVIg, some having PLEX, and some having neither, is unreasonable. 
UCB appeal point 2.1: The committee's preferred comparator of a "basket of standard care" is unreasonable in view of the target population for zilucoplan and its proposed position in the treatment pathway.
Channa Hewamadduma introduced this appeal point for Myaware. He explained his understanding of UCB's approach to narrowing the patient cohort – in particular so that it includes only those who are already receiving IVIg/PLEX or are being considered for IVIg/PLEX. 
Adela Williams, for UCB, explained that UCB's appeal point related to the appropriate comparators used in this appraisal, and the decision to rely on a comparison of zilucoplan against a basket of care, rather than accepting a pairwise comparison. The committee preferred the basket of standard care (i.e. some people having IVIg, some having PLEX and some having neither) on the basis that it was consistent with the scope and a better reflection of NHS practice. It was UCB's position that comparison with standard treatment alone was unreasonable, and does not reflect NHS practice. Adela Williams added that investment in NHS access to IVIg/PLEX (and geographical disparities created as a result) do not justify a modelling approach which is leveraged on the non-availability. 
Peter Wheatley-Price, for NICE, highlighted that section 6.2.3 of the Manual provides that "the committee will normally be guided by established practice in the NHS when identifying appropriate comparators". He explained that during the committee meetings, it became clear that there is no real standardised definition of "refractory" gMG, and to seek to define it would be outwith the committee's remit. Explaining why the committee had preferred the EAMS cohort, Peter Wheatley-Price explained that this was the best available real-world evidence, as the disparity in access to CCS/NSISTs and IVIg/PLEX reflected the heterogeneity in practice. The committee considered that adopting a basket of standard of care and comparator best accounted for the heterogeneity and avoided bias. 
Jacoline Bouvy, for NICE, agreed with Peter-Wheatley Price, that the scoping exercise identifies comparators, and that during the evaluation process the committee will consider what is established practice in the NHS. For example, if the committee learns during the evaluation that a licensed treatment for the condition in question is not being used in clinical practice, then it would not be considered a relevant comparator. Similarly, if there is off-label use of another treatment, which is part of established practice, that would be considered a comparator. 
Jacoline Bouvy also explained that modelling the subsequent treatments as a basket of standard care allowed for modelling subsequent treatment where there is a need for treatment for the remainder of a patient's life. The committee considered in this appraisal that treatment forming part of the basket of standard of care would also represent the treatments that would be offered once zilucoplan is stopped. 
Channa Hewamadduma reiterated that in practice, this cohort of patients with refractory gMG would not be left on CCS/NSISTs only, and therefore considered it unreasonable to be comparing CCS/NSISTs with zilucoplan. 
The appeal panel asked whether, as a result of the disparity of access to IVIg/PLEX, it was the case that some patients were being left on CCS/NSISTs (despite a need for IVIg/PLEX). Channa Hewamadduma explained that in his view, those patients would not stay on CCS/NSISTs for too long before needing to move on to IVIg/PLEX, and that CCS/NSISTs would constitute sub-standard care. Emily Crowe, for NICE, noted that one such patient had contributed to one of the committee meetings, who had contraindications to IVIg/PLEX and so was treated with CCS/NSISTs. In Emily Crowe’s view, this underscored the need for the basket of standard care comparator to include CCS/NSISTs. 
The appeal panel asked whether, by including CCS, NSISTs, IVIg and PLEX in a basket of standard care, the committee lost the ability to compare each treatment separately against zilucoplan (with particular reference to the comparison between zilucoplan and IVIg, and zilucoplan and PLEX). 
Jacoline Bouvy explained that there was greater uncertainty in comparing each individual treatment against zilucoplan, as the evidence base was not strong enough. Matthew Binns, for UCB, said that UCB had provided a model comparing zilucoplan to PLEX which demonstrated zilucoplan to be both more effective and cheaper than PLEX. He also reiterated that UCB's original base case was a pairwise comparison between IVIg/PLEX, and not a basket of standard care. 
Sarah Love, for Myaware, noted that the FDG does not suggest that there was disagreement as to the eligible cohort of patients, with the EAG, clinical and patient experts all agreeing that those being considered for IVIg/PLEX would fall within the eligible cohort for zilucoplan.
In regard to Myaware’s appeal point 2.1 and UCB’s appeal point 2.1, the appeal panel concluded as follows. The appeal panel were satisfied that there was an understanding by the committee that the definition, in the scope, of comparator treatment should reflect established NHS practice.  In this regard, it was persuaded that the comparator arm should reflect the treatments that may be received by patients in the NHS acknowledging the evidence from experts that access to the range of treatments for generalised myasthenia gravis across the country can vary.  The appeal panel were satisfied that the selection of a 'basket' of standard care as a comparator, as a means of reflecting this range of NHS practice, is therefore reasonable.  The appeal panel noted that the EAMS data indicates that some patients in the NHS with refractory generalised myasthenia gravis are treated with CCS/NSISTs alone.  Even accepting the opinion of a clinical expert in the hearing that they would regard this treatment approach to be sub-optimal, the appeal panel reminded itself that the EAMS database was the only source of real-world data reflecting the breadth of clinical practice that was available to the committee in arriving at its preferred assumptions.  Consequently, the appeal panel concluded that the inclusion of all treatment options in the 'basket' of standard care and its application as a comparator in this appraisal were reasonable.  The appeal panel therefore dismissed the appeal on these points.
Myaware appeal point 2.2: NICE's conclusion that the overall EAMS cohort (n=48) was appropriate to inform the proportion of people on treatment in the "basket" of standard care is unreasonable. 
UCB appeal point 2.6: The use of the overall EAMS cohort to determine the proportion of people on treatments in the "standard of care basket" disregards the views of the authors of the published paper, expert opinion and is inconsistent with the target population for zilucoplan and its position in the treatment pathway.
Matthew Binns introduced this appeal point for UCB. With reference to the entirety of the procedural history of the appraisal, he explained that UCB had objected throughout to the use of a basket of standard of care and the use of the full EAMS cohort. He distinguished the zilucoplan appraisal from TA1069 – noting that the cohort eligible for efgartigimod (i.e. the full EAMS cohort) did not directly correlate with the eligible population for zilucoplan. He described the committee's preference to use the full EAMS cohort as disregarding the zilucoplan eligibility criteria. 
Channa Hewamadduma, for Myaware, agreed with Matthew Binns' introduction of the appeal point. He described the EAMS cohort as being broad with variable needs, and representative of a pragmatic approach taken by clinicians treating gMG. He considered that the true refractory gMG patient group within the full EAMS cohort to be c.77%. He noted that he had explained this distinction in the third committee meeting, and that there was no rationale for diluting the eligible group in favour of a broader patient pool. 
Peter Wheatley-Price, for NICE, described the full EAMS cohort as being the best evidence available to the committee to rely on in its decision making. In a relatively small patient population, this was the most generalisable cohort (and reflected the heterogeneity in access to treatment). Absent standardised definition of refractory gMG, the committee had sought to adopt a consistent approach to TA1069, and had set out its full rationale for preferring the full EAMS cohort at paragraph 3.5 of the FDG. 
Further to Peter Wheatley-Price's comments on the difficulty facing the committee in the absence of a standardised definition of refractory gMG, Charles Crawley, for NICE, explained that there were around 6 or 7 different definitions of refractory gMG before the committee as at the end of the third committee meeting. In the Dionisio et al 2024 study, the basic entry criteria did follow one of the definitions of refractory disease available to the committee. 
On the other hand, UCB's approach of revising the full EAMS cohort down to capture only the c.77% that it considered truly refractory appeared to the committee to be arbitrary, and reached on a series of assumptions which the committee did not consider to be plausible (including removing from the cohort those receiving only CCS). As a result, the committee preferred the full EAMS cohort on the basis that entry to the EAMS was based on the patient's clinician deeming the patient to have refractory gMG. 
The appeal panel asked about the extent to which the committee had taken into account the views of patient and clinical experts in interpreting the meaning of treatment refractoriness. Charles Crawley reiterated earlier comments that the committee did not consider that it was its role to seek to define refractory gMG, and so a broader definition of refractory (i.e. the full EAMS cohort) appeared appropriate as it would reflect the variability of the definition of refractory in NHS practice if recommended. 
The appeal panel asked what impact using UCB's revised EAMS cohort would have had and the cost effectiveness of zilucoplan. Charles Crawley explained that shifting the basket towards a more expensive range of treatments (i.e. more patients on IVIg/PLEX than CCS and NSISTs) would have made it harder for zilucoplan to be considered cost effective. 
The appeal panel asked whether UCB's revised EAMS cohort would act to restrict the group of patients who may otherwise have been considered eligible for zilucoplan. Channa Hewamadduma explained that UCB's decision to position zilucoplan to a sub-group of patients reflected the fact that this was the group with the greatest unmet need. He considered that preferring a larger patient population, not all of whom would be considered to have truly refractory gMG, increased the uncertainty. 
Sarah Love, for Myaware, highlighted two key concerns that Myaware held in relation to using the full EAMS cohort – sample size and consensus about the target population. She noted that a clinical expert at the committee meeting had confirmed that the revised EAMS cohort aligned with the target population. Accepting the general desire for a larger sample size – the patient population was not representative of the cohort eligible for zilucoplan. She highlighted three patients in the full EAMS cohort who were not on any treatment whatsoever, which she considered to be clear demonstration that the full EAMS cohort was not appropriate. The question for the appeal panel, Sarah Love explained, was whether for an individual with relevant knowledge of the matters, the decision appeared rational. All of the authors of the EAMS paper who were present at committee meetings / the appeal did not consider using the full EAMS cohort to be a rational approach. 
Jacoline Bouvy, for NICE, explained that the committee had taken into account UCB's reasoning for condensing the EAMS cohort by subset. She described this as a relevant consideration for the committee which was taken into account. Another factor taken into consideration was the committee's concern that preferring the revised EAMS cohort would unfairly restrict the number of patients who would then have access to zilucoplan. Yelan Guo, for NICE, agreed with Jacoline Bouvy, and noted that the committee considered the range of definitions of refractory observed in the full EAMS cohort was a fair reflection of the range of definitions used in real-world NHS practice. 
Matthew Binns highlighted that the EAG had considered UCB's revised EAMS cohort to be appropriate for decision making. 
In regard to Myaware’s appeal point 2.2 and UCB’s appeal point 2.6, the appeal panel concluded as follows. The appeal panel were satisfied that the committee had considered carefully which of the full or revised EAMS datasets was most appropriate to inform the proportions of patients receiving the range of different treatments in the 'basket' of standard care.  In doing so, the appeal panel were content that evidence from clinical experts and published data had been taken into consideration and were incorporated into a balanced assessment by the committee of the advantages and disadvantages of adopting either cohort.  It accepted that the definition of refractoriness to standard treatment is non-standardised in NHS clinical practice and that this added unavoidable uncertainty to the decisions that were made by the committee. While acknowledging the concerns of the appellants that the full EAMS database may not entirely represent the cohort of patients that would receive zilucoplan if it were recommended for use, the appeal panel also noted the desire of the committee to ensure that the proportions of patients receiving different treatments in the 'basket' of standard care were representative of the heterogeneity of NHS practice.  In addition, the appeal panel were persuaded that the committee sought to adopt an approach that was consistent with that of TA1069 and that it was appropriate and reasonable for it to do so in this regard. The appeal panel also noted the concerns of the committee that the exclusion of selected patients from the full EAMS database to arrive at the restricted cohort involved a series of assumptions about their absence of treatment refractoriness that was unsupported by definitive evidence and that this exercise restricted the numbers of the patients in the cohort sample.  Overall, the appeal panel concluded that the committee had taken a balanced approach in reasonably selecting the full EAMS database to inform the proportions of patients receiving the range of treatments in the 'basket' of standard care.  It therefore dismissed the appeal on these points.
ABN appeal point 2.3: The ability of Zilucoplan to achieve minimal symptom expression has not been adequately considered.
MDUK appeal point 2.3: It was unreasonable to overlook the value of minimal symptom expression as a meaningful clinical outcome, particularly when it reflects a state of disease control that is highly valued by patients.
Myaware appeal point 2.3: NICE's conclusion that minimal symptom expression  should be removed from the model is unreasonable.
UCB appeal point 2.5: The exclusion of minimal symptom expression is unreasonable in the light of the clinical trial data and expert elicitation submitted. 
Katherine Dodd, for ABN, described ABN's view that it was unreasonable for the committee to have removed Minimal Symptom Expression ("MSE") from the model. 
[bookmark: _Hlk216167472]Abby Mabil, for Myaware, movingly described her lived experience of the difference in quality of life between a Myasthenia Gravis Activities of Daily Living (“MG-ADL”) score of 0 and 1. She explained that prior to zilucoplan, she would always experience remnants of the disease. She described the significance of the difference between an MG-ADL score of 0-1 on her life. 
Kate Adcock, for MDUK, recounted another patient's experience of the transformative effect of zilucoplan on their life. She considered that the committee had misinterpreted MSE on the grounds that zilucoplan is not curative. 
Adela Williams, for UCB, summarised UCB's appeal point by explaining that, given that MSE is highly clinically relevant (as heard during the appeal hearing and during committee meetings) – it was unreasonable for the committee to have preferred to exclude it entirely from the model. The committee's preferred approach to modelling did not reflect the real-world experience of patients who had explained during the appraisal the significance of MSE to their health-related quality of life (“HRQoL”). Adela Williams added that the reasons given in the FDG for disregarding MSE from the model are not supported by evidence, and are in some cases incorrect. Maria da Silva Leite, for UCB, added that over 60% of patients in the RAISE-XT trial achieved MSE which was sustained over years – which was an important outcome for patients. 
Charles Crawley, for NICE, explained that the committee had heard that achieving the best possible remission control was very important. The committee had heard testimony about the value of achieving an MG-ADL score of 0-1. Not all domains of MG-ADL scoring are equal (the score associated with breathing difficulties will be very different to scores associated with ocular difficulties). In TA1069 the committee had considered an MG-ADL score below 5 to be the best health state. The committee therefore recognised that there was clinical importance in capturing this. 
At the second committee meeting, UCB introduced MSE as an uncaptured benefit. Charles Crawley explained that the committee's main concern was about how MSE was modelled, rather than it being a desirable clinical end point in its own right. He explained that the concern related in particular to the modelling of MSE as a continuous health state for the lifetime of the model once received. He noted that achieving MSE does not reduce the chance of myasthenic crisis according to the model.
The data relied on to model MSE was derived from expert elicitation, and although the responses rates for zilucoplan, IVIg and PLEX were similar (on a network-meta analysis), the rate of MSE achievement was far greater for zilucoplan.
The other factor that the committee considered difficult to reconcile in the model, was that the transition probabilities and time-on-treatment modelled were the same, notwithstanding the much greater benefit associated with MSE. It remained a real concern for the committee that the modelling was not justified. Charles Crawley explained that, for those reasons, the committee was unable to accept the modelling of MSE despite acknowledging its clinical relevance. 
The appeal panel asked whether the committee would accept the statement in UCB's appeal point 2.5 that it was incorrect for the committee to have concluded at paragraph 3.13 of the FDG that MSE informed transition probabilities (vs the distribution of patients in the "response" state, "continued response", "stable response" and "loss of response" states). 
Charles Crawley explained that it was an irreconcilable problem with the model that you could not transition from one health state into another. He recognised that the language in the FDG may not have been entirely clear as to the difference between transition probabilities and transition proportions assigned. 
The appeal panel asked whether the omission of MSE as an explicit uncaptured benefit at paragraph 3.31 of the FDG was intentional. Charles Crawley explained that the committee had already devoted a significant amount of the FDG to discussing MSE. He confirmed that the committee had taken MSE into account as an uncaptured benefit, but did not consider that it needed to be explicitly listed at paragraph 3.31 given the lengthy consideration of it elsewhere. He acknowledged that doing so may have aided clarity, but was comfortable with the committee's rationale for not explicitly referring to it at the time. 
Emily Crowe, for NICE, explained that the concern in the committee's mind was that the model appeared to suggest that if a patient achieved MSE, they would then stay in that state for the lifetime of the model. She explained that although this may be plausible, the committee did not have the data to support that conclusion. If that was correct, she explained, it is not plausible for the time-on-treatment for those achieving MSE on zilucoplan to be the same as others (on the basis that you would not stop a treatment which was working well and resulting in MSE). Because the time-on-treatment was short, this had a material impact on the costs in the model. Emily Crowe echoed Charles Crawley's earlier comments – that there was no doubt in the committee's mind that this was a clinically important factor, but the modelling available to the committee did not make sense, and so it was safer in terms of decision risk to remove MSE from the model. 
Matthew Binns, for UCB, explained that the data were derived from expert elicitation as there were no other data available for MSE in IVIg/PLEX. Time-on-treatment, on the other hand, was informed by overall response rate and not by MSE (which was modelled as an average). 
Adela Williams, for UCB, noted that the evidence available does not indicate that the duration of MSE is time limited. 
Katherine Dodd questioned the committee's concern that the only way to come out of MSE was myasthenic crisis, as this reflected clinical practice. Charles Crawley explained that the concern was related to the fact that the model did not allow for any deterioration (for example from MG-ADL 1 to 2) short of full myasthenic crisis. The transition rate was fixed. 
Kate Adcock considered that the FDG failed to acknowledge the importance of MSE in the same manner that the committee had done so during the appeal hearing. 
In regard to ABN’s appeal point 2.3, MDUK’s appeal point 2.3, Myaware’s appeal point 2.3 and UCB’s appeal point 2.5, the appeal panel concluded as follows. The appeal panel were satisfied that MSE and its implications for patients and the modelling of cost effectiveness had been carefully considered by the committee in their decision-making.  In particular, the appeal panel were persuaded that the committee had recognised that MSE is an important clinical objective for patients and clinicians when treatment is started and that their decision to omit MSE from the model had not been driven by an intention to marginalise its relevance.  Rather, the appeal panel recognised the concerns of the committee in regard to the consequences of the manner in which MSE had been applied by UCB in the model and the implausibility of some of the resulting outputs. In view of the agreed importance of MSE, the appeal panel sought evidence that the committee had gone to sufficient lengths to facilitate a means by which MSE could have been incorporated into its decision-making both quantitatively and qualitatively.  The appeal panel noted that FDG section 3.13 outlined how the committee expressed concern that they had seen insufficient evidence on how MSE had been implemented in the model and had sought more evidence from UCB on how transition probabilities were affected by MSE as well as the proportions achieving MSE with treatments included in the 'basket' of standard therapies as well as zilucoplan. On the other hand, the appeal panel were disappointed not to have been presented with evidence that the committee had been explicit in its suggestions after the second committee meeting as to how UCB might better approach the incorporation of MSE into the modelling to arrive at more plausible outcomes.  Furthermore, the appeal panel noted that although MSE had been considered by the committee in the context of modelling, and that its preferred assumption had been to exclude it, there had not been explicit reference to its inclusion as an uncaptured benefit in section 3.3. While the appeal panel accepted that it was reasonable to assume that the response to zilucoplan may be time limited and that MSE was unlikely to be indefinite, the appeal panel considered that omitting MSE from the model could substantially undervalue the benefits of zilucoplan and the committee’s decision to exclude such an important clinical outcome without fully exploring alternative approaches with UCB was therefore unreasonable. The appeal panel therefore upheld the appeal on these points.
UCB appeal point 2.7: It is unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan.
MDUK appeal point 2.1: It was unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan.
UCB had used costs for CCS use in systemic lupus erythematosus as a proxy condition (Stirnadel-Farrant et al (2023)). The committee's preferred source was Lee et al (2018) to estimate CCS costs. 
Charlotte Roy introduced this appeal point for MDUK. She expressed MDUK's view that Lee et al lacked the structure needed to facilitate robust modelling as it was subjective and had limitations. Despite this, the committee had preferred Lee et al to estimate CCS costs. Doing so failed to take sufficient account of the physiological / psychological disbenefits caused by CCS. 
Matthew Binns, for UCB, considered that the committee's reliance on Lee et al was unreasonable given the availability of Stirnadel-Farrant et al. He explained that UCB's concerns about the sources from Lee et al included that there was no differentiation between low and high doses of steroids, and that it was unclear whether health impacts were as a result of the underlying condition or the steroid use. 
Yelan Guo, for NICE, explained that the committee preferred Lee et al as it was a data set specific to gMG and is therefore directly relevant. Stirnadel-Farrant et al related to a multi-organ autoimmune condition with different patterns of dosing and type of steroid. The decision to prefer Lee et al was also consistent with TA1069. Using the same source of data ensures consistency and avoids unnecessarily relying on a proxy condition. 
The appeal panel asked whether patient and clinical experts were consulted on which was the best source of evidence to inform CCS costs. Charles Crawley, for NICE, confirmed that this was considered in the first committee meeting, but that there was no clear consensus around the preferred approach. Although Stirnadel-Farrant et al was more favourable to zilucoplan, the impact on the Incremental Cost Effectiveness Ratio (“ICER”) was relatively small.
Charlotte Roy noted that although the impact on the ICER may have been small, it was imperative that the committee's preferred assumptions reflected patients' lived experience. She reiterated that the source relied on for estimating CCS costs should reflect dose and duration (as the biggest driver of side effects) of CCS rather than focussing on the condition for which CCS' are being administered. 
Emily Crowe, for NICE, explained that the committee did not consider there to be a good reason to depart from the approach in TA1069. Although there is need to consider surrogate data when data for the condition in question is not available, that was not the case here – and the committee needed a good reason to dismiss data relevant to the condition in question in favour of surrogate data. 
Matthew Binns added Stirnadel-Farrant et al was not available to the committee appraising efgartigimod. Further, Lee et al did not fit the economic model put forward by UCB. 
Emily Crowe emphasised that the committee considered that using data from the patient population in question was a reasonable assumption to have preferred. 
In regard to UCB’s appeal point 2.7 and MDUK’s appeal point 2.1, the appeal panel concluded as follows. The appeal panel were satisfied that the committee had carefully considered the advantages and disadvantages of using 2 different sources of data to inform the costs of steroid use in the modelling and that expert input had been sought to inform their decision. The appeal panel understood that the committee's preference for using data from Lee et al was based on their desire to use a reference cohort of patients who were receiving steroids as treatment for gMG rather than a surrogate cohort who were taking steroids to treat systemic lupus erythematosus, as well as their intention to achieve consistency with the approach adopted in TA1069. The appeal panel also noted that the choice of which of the 2 sources should be used had a relatively small impact on the ICERs.  Overall, the appeal panel concluded that this decision was reasonable and therefore dismissed the appeal on these points.  
UCB appeal point 1(a)5: The committee's approach to consideration of uncaptured benefits lacks transparency and appears incomplete.
This appeal point related to the committee's approach to uncaptured benefits. Adela Williams explained UCB's view – that the assessment of uncaptured benefits lacked transparency and appears incomplete on the face of the FDG. There is no explanation in the FDG as to how these factors were qualitatively accounted. In the absence of such explanation, said Adela Williams, stakeholders do not have sufficient confidence that these factors have in fact been taken into account. As referred to previously, the list of uncaptured benefits also omitted reference to MSE. 
Emily Crowe, for NICE, explained that it is not possible or appropriate for the FDG to present a verbatim account of all the committee's discussions and conclusions. It must be brief and concise enough to be usable in the NHS. In addition to the list of uncaptured benefits at section 3.31 of the FDG, Emily Crowe drew the appeal panel's attention to section 3.29 of the FDG, where the committee states in relation to the acceptable ICER that "there may be uncaptured benefits associated with zilucoplan in reducing CCS use and carer disutilities". In light of that, and that a substantial proportion of the FDG is dedicated to discussing MSE, Emily Crowe did not consider the committee's approach to amount to procedural unfairness. 
The committee had recognised uncaptured benefits by stating that it would consider an ICER at the very top of the threshold to be acceptable. Charles Crawley, for NICE, said that the committee had disregarded almost all uncertainty in settling on that high threshold, and that it was difficult to envisage what else the committee could have done. 
Jacoline Bouvy, for NICE, explained that NICE give detailed consideration to how qualitative accounting of uncaptured benefits are explained in the FDG, particularly as they are necessarily difficult to quantify and are considered as part of a deliberative approach. 
Adela Williams highlighted again that the FDG does not at any stage state that MSE has been taken into account in decision making. She said that explicit recognition of a higher ICER threshold in light of the uncaptured benefits should be in the FDG. 
In relation to UCB’s appeal point 1(a)5, the appeal panel concluded as follows. The appeal panel were satisfied that uncaptured benefits had been considered by the committee as part of its deliberations and conclusions as to the relative cost effectiveness of zilucoplan, as described in sections 3.29 and 3.32 of the FDG. In this appraisal, the appeal panel were persuaded that the committee believed it had applied as much flexibility as they were able in defining an acceptable range of ICERs but that they had concluded that the identified uncaptured benefits could not sufficiently offset the degree to which the modelled ICERs exceeded this acceptable range.  Furthermore, the appeal panel were persuaded that while the committee explained that their detailed consideration of MSE in the modelling (see sections 3.13 to 3.14 of the FDG) led them to omit it quantitatively they had indeed included it in their minds as an uncaptured benefit in this appraisal.  The appeal panel considered this to be implicit in the detailed explanation that was provided in the FDG as to the dilemmas that the committee faced with addressing the MSE modelling.  The appeal panel accepted the committee's explanation that in the context of this detailed description in the FDG, and the inclusion of MSE in section 3.29 referring to concerns about matters of uncertainty,  the absence of its explicit inclusion in the list of uncaptured benefits in 3.31 did not preclude its impact in the minds of the committee on its decision-making regarding uncaptured benefits and amount to procedural unfairness. Consequently, the appeal was dismissed on this point.  
ABN appeal point 2.4: The committee did not place sufficient weight on patient and clinical expert evidence concerning the value of a self-administered therapy, and the potential for this to improve equity of access to treatment. 
MDUK appeal point 2.2: It was unreasonable to dismiss the benefits of home administration with zilucoplan, despite clear evidence of its potential to improve quality of life and reduce treatment burden for patients.
Katherine Dodd introduced this appeal point for ABN. She explained that ABN does not consider that the committee properly considered and attributed sufficient weight to the value of equity of access, and how the home administration of zilucoplan could have countered that. 
Kate Adcock, for MDUK, distinguished between the venue of administration and the mode of administration being two separate categories of utility that should have been taken into account by the committee. Administration of zilucoplan at home enables patients to restore independence, and allows them to maintain a routine. 
Emily Crowe, for NICE, suggested that the appeal points misunderstood how the committee had taken this factor into account in its decision making. The committee did not dismiss the benefit of home administration. It had concluded that those benefits should be reflected quantitatively in the economic model – but the way in which the committee preferred to do so differed from UCB's preferred approach. Whereas UCB preferred to model a utility increment in the zilucoplan arm of the model, the committee preferred to model a utility decrement in the IVIg/PLEX arm of the model. That is because the data informing UCB's utility increment were based on unrelated conditions, and so the committee did not consider this to be an appropriate increment to adopt.
Applying both a utility increment to one arm and a utility decrement to the other arm to model one benefit would amount to double-counting. The approach taken by the committee in preferring a decrement to the IVIg/PLEX arm was consistent with the approach of the committee in TA1069. 
The appeal panel asked whether the committee considered that home administration offered important HRQoL benefits to patients. Charles Crawley, for NICE, confirmed that the committee had discussed those benefits, but was concerned to apply one differential rather than double counting the benefit by applying both differentials. Applying a decrement to the IVIg/PLEX arm also enabled the disutility to be modelled on a per model cycle (i.e. a decrement every two weeks, as rescue treatment is needed). 
The appeal panel asked whether there was any hierarchy for preferring utility decrement vs utility increment in economic modelling. Charles Crawley said that it does not make a material difference in principle. The committee considered modelling the decrement to be preferable to modelling the increment, on the basis that "being at home" may be considered the status quo in the modelling, and so might not be seen as an improvement to normal (which may underestimate the benefit). Comparing both options, Charles Crawley noted that the difference was small, and that either approach would not have improved the cost-effectiveness enough to constitute an acceptable ICER. 
Katherine Dodd and Jennifer Spillane, for MDUK, both emphasised that there is a difference between location of administration and mode of administration. Being in hospital introduces infection risk, inequity of access for immobile patients, geographic disparity etc.
Charles Crawley explained that the committee did not have the data available to it that would have enabled the disaggregation of location and mode of administration. He concluded that the committee had increased the ICER threshold to account for the uncertainty and uncaptured benefits, but that ultimately the plausible ICER did not constitute a cost-effective use of NHS resources 
In regard to ABN’s appeal point 2.4 and MDUK’s appeal point 2.2, the appeal panel concluded as follows. The appeal panel were satisfied that the committee had considered the potential benefits of home administration with zilucoplan in this appraisal as described in section 3.21 of the FDG and that the input of experts had been sought in their decision-making. In this regard, the appeal panel understood that the committee had weighed up the alternatives of either applying a utility increment to the zilucoplan arm or alternatively applying a utility decrement per cycle to the standard treatment arm to account for the additional treatment burden associated with receiving hospital treatment with IVIg or PLEX.  In deciding on the latter, the appeal panel noted that the committee's approach was consistent with that adopted in TA1069.  The appeal panel noted the concerns about the source of the utility increment data from a surrogate population and the positive impact of a disutility being applied per modelled cycle. The appeal panel were also persuaded that the inclusion of a utility increment in one arm and a disutility in the other at the same time would have amounted to double-counting. Although the appeal panel recognised the important distinction between considering the location and mode of administration, it was satisfied that evidence was lacking in this appraisal to allow the committee to disaggregate these in its deliberations.  In regard to the question of equity of access to treatment, the appeal panel noted that the committee had considered that access to specialist centres is an implementation issue that cannot be addressed by a NICE Technology Appraisal recommendation, as referred to in section 3.30 of the FDG, and so had felt limited in the extent to which this could be specifically addressed. Overall, the appeal panel concluded that the committee's approach to the consideration of the benefits of the home administration of zilucoplan was reasonable and had placed sufficient weight on patient and expert evidence.  It therefore dismissed the appeal on these points.   
Conclusion and effect of the appeal panel’s decision
The appeal panel therefore upheld the appeal on UCB’s appeal point 1(a)3, ABN’s appeal point 2.3, MDUK’s appeal point 2.3, Myaware’s appeal point 2.3 and UCB’s appeal point 2.5.
The appraisal is remitted to the appraisal committee who must now take all reasonable steps to share further details of the NHS England paper regarding treatment switching rates with UCB as well as further details as to how these were integrated with the data in the Clarivate expert elicitation report to arrive at its preferred assumptions about treatment switching rates to be applied in the model; re-consider approaches to the inclusion of MSE in the modelling and provide UCB with explicit recommendations as to how it may do this in order to achieve more plausible outcomes; and reconsider the results of the modelling in light of the inclusion of MSE. 
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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