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Introduction
An appeal panel was convened on 6 May 2025 to consider an appeal against NICE’s final appraisal document, to the NHS, on efgartigimod for treating generalised Myasthenia Gravis ("generalised myasthenia gravis") [ID4003].
The appeal panel consisted of: 
	· Professor Peter Groves
	Chair

	· Dr Justin Whatling
	NICE Non-executive Director

	· Dr Paul Robinson
	Industry Representative

	· Dr Nigel Langford
	Health Service Representative

	· Rosemary Harris
	Lay Representative



None of the members of the appeal panel had any competing interest to declare. 
The panel considered appeals submitted by Argenx (the "Company") and Myaware UK ("Myaware"). 
Argenx was represented by: 
	· David Knechtel
	UK General Manager

	· Peter Graham
	Market Access Lead

	· Jane Summerfield
	Legal Representative

	· Esther Nzenza
	Decisive Consulting

	· Maria de Francesco
	HEOR Value Hub


Myaware UK was represented by:
	· Charlotte Campbell
	Research and Partnerships Manager

	· Dr Ashwin Pinto
	Consultant Neurologist

	· Dr Jennifer Spillane
	Consultant Neurologist

	· Andrew Stephenson
	Patient Representative

	· Sarah Love
	Legal Representative


In addition, the following individuals involved in the appraisal were present and available to answer questions from the appeal panel:
	· Dr Raju Reddy
	Chair, Technology Appraisal Committee D 

	· Dr Jacoline Bouvy
	Programme Director, NICE

	· Ross Dent
	Associate Director, NICE

	· Alan Moore
	Health Technology Assessment 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 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. 
Sharmila Nebhrajani, NICE Chairman, in preliminary correspondence had confirmed that: 	
Argenx had potentially valid grounds of appeal under Grounds 1(a) and 2. 
Myaware had a potentially valid ground of appeal under Ground 2. 
The appraisal that is the subject of the current appeal provided advice to the NHS on efgartigimod for treating generalised Myasthenia Gravis [ID4003]. 
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.  David Knechtel on behalf of Argenx, 
b. Andrew Stephenson on behalf of Myaware; and 
c. Dr Raju Reddy on behalf of NICE.
Argenx Appeal Point 1a.2.3: That it was unfair for NICE to have refused to share the Company's response to the EAG critique and updated analysis with the Committee on the basis of there being insufficient time. [original appeal point 1a.2]
David Knechtel, for Argenx, described that a critique prepared by the external assessment group (EAG) was delayed which resulted in insufficient time for the EAG to consider the Company's updated analysis in response to its critique. Because of this, the Company's response to the EAG critique and updated analysis was not shared with the Committee before the fourth committee meeting or at all. In the Company's view, the Committee could not take into account a relevant consideration as a result. 
Ross Dent, for NICE, explained that there is provision in the "NICE health technology evaluations: the manual, (31 October 2023)" ("the Manual") for the Company to rectify any inaccuracies in the EAG’s critique in the committee meeting. He noted that the Company was afforded that opportunity during the fourth committee meeting. The EAG critique was sent to the Company on 5 November 2024, one month before the fourth committee meeting on 5 December 2024, which is earlier than is usual ahead of a committee meeting. He explained that the Committee was unable to accept the updated analysis in response to the EAG critique (which was shared with the Committee on 20 November 2024) because (1) the EAG did not have time to consider the updated analysis, and the Committee would not consider analysis not reviewed by the EAG; and (2) even if the EAG had the capacity to review the updated analysis, it would still not have allowed enough time for the Committee and other stakeholders to consider and respond to the analysis as fairness would require. Ross Dent explained that although the fourth committee meeting could have been delayed to allow the updated analysis to be reviewed, this committee meeting had already been delayed (due to unforeseen health issues within the Committee), and that it would be unfair on the other stakeholders to delay any further. 
The Panel enquired how NICE balances the need for the Committee to have as much information as possible with the need to complete an appraisal within reasonable time constraints. Ross Dent explained that NICE wants the Committee to have as much information as possible, but that there will always be more that could be said. In this case, the updated analysis could not be shared with the Committee without the external review of the EAG. Facilitating that would have extended the timelines considerably. On balance, NICE considered that given the late stage of the appraisal, the Committee had sufficient information before it to reach a conclusion without needing to introduce undue delay. 
The Panel asked the NICE representatives what information was shared with the Committee before the fourth committee meeting. Ross Dent explained that a "Chair's action" had taken place earlier in the process after the third committee meeting. The Panel understood that the '’Chair's action’' related to discussion with the company about the cost of efgartigimod and the possible establishment of a Patient Access Scheme (“PAS”) that may facilitate a positive recommendation, but that outside of these considerations, the Chair of the committee has limited delegated powers.  The Chair can then either make a recommendation (positive, optimised, or negative) based on the revised price offer or proceed to another committee meeting if the Chair is unable to make a recommendation. Ross Dent confirmed that the information received by the Committee ahead of the fourth committee meeting was that submitted by the Company in response to the ‘’Chair's action’’. 
Dr Jacoline Bouvy, for NICE, explained the factors that NICE takes into account in considering whether to accept additional evidence. First, it considers the resource implication for NICE and the EAG. Dr Bouvy explained that by this stage in the appraisal, there had already been technical engagement, two rounds of draft guidance (and corresponding consultation) and three committee meetings. There had already been considerable use of resource, and that NICE is duty bound to draw appraisals to an expeditious conclusion. Secondly, NICE takes into account whether stakeholders have had adequate opportunity to put forward evidence, and have their views heard (and for the Committee to consider the same). In this instance, Dr Bouvy explained, the fourth committee meeting was necessitated because the Company had not accepted the preferred assumptions that formed the basis for the “Chair's action’’ request for a revised price offer, but rather had submitted a further updated analysis which had not been requested, which the Chair could not address without a full committee meeting.  
The Panel then turned to the Company to ask what was in the updated analysis that the Committee had not seen. David Knechtel explained that the updated analysis modelled intravenous immunoglobulin and plasma exchange equally in both arms of the model. This was later stated to be the Committee's preferred assumption at paragraph 3.15 of the Final Draft Guidance (“FDG”). David Knechtel explained that the two-page analysis that the Company had prepared in response to the “Chair's action’’ was never intended for a full committee meeting. 
The Panel explored further with the NICE representatives whether it was common practice for NICE to be selective in the information it receives and, specifically where that information relates to cost-effectiveness modelling. Ross Dent explained that this was not an issue that NICE has to grapple with usually, as it is not part of the prescribed appraisal process. In this instance, NICE did not have the resources to be able to consider further evidence, which NICE communicated to the Company the day after the Company indicated that it would be preparing updated analysis. The Company disagreed with the Committee recollection of the timeline, asserting instead that it had first communicated to NICE that it would be preparing information in response to the EAG critique on 15 October 2024. 
The Panel asked whether NICE had ever deviated from this process. Ross Dent explained that there is provision in the Manual to do so, and that there may be circumstances in which additional evidence is used, but that he could not recall such instances. 
The Panel concluded as follows. The Panel noted the timeline of events between the third and fourth committee meetings, including the events that had followed the meeting between NICE and the company as a result of the “Chair's action’’. The Panel also noted that new evidence and economic analysis was subsequently submitted to NICE by the Company but that this was not directly in line with the issues discussed at the “Chair's action’’ meeting and had not been requested by NICE. The panel therefore accepted that the decision by NICE to ask the EAG to provide a further critique of the new information submitted by the company was procedurally correct and that this critique, when undertaken, was fairly shared with the company. The panel were satisfied that while the Company chose to respond to this critique, it was not as a result of a specific further request from NICE to do so. The Panel were also persuaded that NICE had approached the EAG again to ask if they were able to provide a further critique of the latest company response but were informed that the EAG had insufficient capacity and time to do so. Under these circumstances, the Panel accepted that without further critique by the EAG, it was procedurally fair for NICE not to have shared the submitted Company response with the Committee prior to the fourth committee meeting. The Panel noted that the Company submitted the information outside of the prescribed appraisal process and in the absence of any specific request to do so by the Committee, and that subsequently there was no obligation on NICE to have provided it to the Committee at this late stage in the appraisal, particularly in circumstances where EAG review was not practicable.  The Panel concluded that NICE had been flexible and fair in engaging with the Company in regard to their acceptance and consideration of additional information from the company after the third committee meeting. Accepting the need to progress the appraisal in the context of an already lengthy assessment process, the Panel further concluded that NICE had not acted in a procedurally unfair manner in not sharing the Company response to the EAG critique of the additional submitted information with the Committee prior to the fourth committee meeting.  
The Appeal Panel therefore dismissed the appeal on this point.
Argenx Appeal Point 1a.3: The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee meeting was unfair.
David Knechtel, for Argenx, introduced the Company's position that it was unfair for NICE to have failed to produce draft guidance between the third and fourth committee meetings. It was the Company's view that the fact of the need for a fourth committee meeting to resolve outstanding uncertainties was evidence that a third draft guidance and consultation was needed.
Ross Dent, for NICE, explained that two rounds of draft guidance had been produced in this appraisal. Following the third committee meeting, the Committee had attempted to conclude the evaluation by outlining its preferred assumptions in a “Chair's action’’. The Committee hoped the Company would respond to the “Chair's action’’ with a confidential discount to enable a positive recommendation. 
Sections 5.8.29 to 5.8.33 of the Manual explain the available outcomes of a “Chair's action’’ – a recommendation (positive, optimised, or negative) or a full committee meeting. Ross Dent explained that because the Company had only accepted some of the Committee's preferred assumptions in its revised discount PAS, the Chair did not have the discretion to accept this discount as it did not align completely with the Committee's preferred assumptions. Dr Raju Reddy, for NICE, explained that the “Chair's action’’ gives the Company an opportunity to align its preferences with the Committee, and the Committee sets out an Incremental Cost Effectiveness Ratio (ICER) range threshold (which is a smaller range than is usually set out). If the preferences are aligned, and the ICER is within the stated threshold, then the Chair has the Committee's authority to make the positive recommendation. However, in this instance, the Company reverted with new analysis that had not been reviewed by the EAG, and a discount PAS that was not aligned with the Committee's preferred assumptions. Dr Reddy explained that as Chair, he could not accept this discount within the confines of the authority delegated to him by the Committee. 
Consequently, the Committee had to decide whether it would issue a negative recommendation or convene a fourth committee meeting. The Committee considered that convening a fourth committee meeting was the fairest, most collaborative option which allowed fuller stakeholder engagement. 
The Panel asked about the extent to which draft guidance would have facilitated or enabled better understanding of the unresolved issues ahead of the fourth committee meeting. Dr Jacoline Bouvy, for NICE, explained that the Committee did not consider these to be significant unresolved issues, as it would have been prepared to issue an FDG after the third committee meeting had it not proceeded to a “Chair's action’’. Dr Bouvy reminded the Panel of the material considerations in deciding whether or not to publish draft guidance: (1) whether there is significant new evidence; or (2) whether the Committee feels that further draft guidance is required warranting stakeholder response. 
David Knechtel stated that the Company had not introduced any new evidence at this stage, as it was expressly told not to by the Committee. As a result, the discussion in the third and fourth committee meetings were very similar. 
Esther Nzenza, for Argenx, added that part of the updated analysis which was not shared with the Committee before the fourth committee meeting (as explored further in Argenx Appeal Point 1a.2.3) was expert elicitation compiled from experts across the UK, which formed the basis of the Company's assumptions at the “Chair's action’’. 
Alan Moore, for NICE, disagreed with David Knechtel that no new evidence had been introduced ahead of the fourth committee meeting. He explained that the Company model had been changed to include plasma exchange therapy in both arms, which was a substantial change which the Committee considered warranted critique by the EAG. The pathway had changed in each committee meeting and so the Committee considered it necessary for the EAG to be allowed to review that change. Alan Moore did not consider that further consultation would have made a material difference. Dr Reddy added that there must be a line drawn in each appraisal, and that NICE should be consistent, fair, and transparent in all its appraisals.
Peter Graham, for Argenx, used the modelling of plasma exchange therapy as an example of where additional evidence would have benefitted the Committee's decision making. He explained that the Company had submitted a response to the “Chair’s action’’, rather than material that it expected would be critiqued by the EAG. 
Dr Jacoline Bouvy explained that, from NICE's perspective, there was a clear request after the third Committee meeting for analysis aligned with the Committee's preferred assumptions, which the Company failed to provide. The modelling of plasma exchange therapy was an example of that. The Committee had reached its preferred assumptions, and modelling in line with those assumptions is what the Committee required from the Company at that stage in the appraisal process. 
Ross Dent concluded for NICE, explaining that the Committee had acted as flexibly as possible within the processes set out in the Manual in an attempt to reach a positive recommendation. Although the Committee could have issued negative FDG after the third committee meeting, it afforded the Company one further opportunity to provide a confidential discount in line with the Committee's preferred assumptions, which it failed to do. David Knechtel responded that the Company was of the view that it did not have a pragmatic opportunity to engage with the final committee meeting. 
The Appeal Panel concluded as follows. The Panel were satisfied that during the meeting between the Company and NICE that resulted from the “Chair's action’’ after the third committee meeting, NICE had outlined to the Company the Committee's preferred assumptions in the economic modelling of cost effectiveness and had invited an increased discount in the cost of efgartigimod to facilitate a positive recommendation.  This engagement provided an opportunity for the Company to then consider the assumptions that the Committee had come to following the third committee meeting. The Panel also noted that the Company had disagreed with the conclusions that the Committee had arrived at in regard to their preferred assumptions and took the decision not to accept the Chair's proposal but rather to undertake further analysis and modelling in a direction that ultimately the Committee disagreed with. The Panel noted the claim made by NICE that this had not included any significantly new evidence that mandated a consultation process. The Panel noted that there is no procedural obligation for NICE to publish draft guidance and undertake consultation after every committee meeting and that it had chosen not to do so on this occasion considering that two versions of draft guidance had already been produced; that a third would not have introduced new information that the company was not aware of; and that they wished to avoid further delays in the assessment process.  The Panel were satisfied that engagement and communication between NICE and the Company around the committee's preferred modelling assumptions was undertaken after the third committee meeting. Furthermore, while disagreement remained between the Company and NICE in regard to the Committee's preferred assumptions to be ideally included in the economic modelling, the Panel concluded that this was unlikely to have been averted by the publication of further draft guidance and subsequent consultation. Overall, the Panel concluded that NICE had not acted in a procedurally unfair manner in not providing draft guidance prior to the fourth committee meeting.
The Appeal Panel therefore dismissed the appeal on this point.
Argenx Appeal Point 1a.2.2: That it was procedurally unfair for the committee to change the fourth committee meeting from being a private committee meeting to being a public committee meeting. [original appeal point 1a.2]
David Knechtel, for Argenx, described that the Company's updated analysis prepared in response to the “Chair's action’’ was never intended for use in a committee meeting, private or public. 
Ross Dent, for NICE, explained that the only reason a committee meeting would be held in private was because of confidential pricing discussions or where the technology had not yet received marketing authorisation (section 5.8.4 of the Manual). The Committee considered that the confidential element of the discussion (i.e. on pricing) had already taken place during the “Chair's action’’, and instead it was the outstanding issues broader than pricing that warranted discussion at a fourth committee meeting which consequently should be held in public. This gave the Committee the benefit of hearing the views of other stakeholders. NICE did not recall the Company expressing concern as to the preparation for a public hearing ahead of the fourth committee meeting. 
Dr Raju Reddy, for NICE, highlighted the benefits of the fourth committee meeting having been heard in public, that it was a rich, multi-disciplinary approach as a result of the clinical expert input heard at all four committee meetings (clinical experts may only be present for one or two committee meetings in most technology appraisals). 
The Panel asked the Company why it considers it was disadvantaged by a public committee meeting rather than a private committee meeting, and when it became aware of that change. The Company explained that it was told that it would be a public committee meeting on 5 September 2024. David Knechtel explained that the issue was not preparation, but that the Company did not have any opportunity to put forward any additional information, analysis, or evidence. He emphasised again that in the Company's view, the information submitted as part of the “Chair's action’’ (which was consequently used for the fourth committee meeting) was not fit for that purpose.
In response to a question from the Panel, David Knechtel explained that the Company had not been allowed to provide new evidence to the committee regarding the updated modelling of intravenous immunoglobulin and plasma exchange therapy in the efgartigimod and comparator arms, drawn from clinical expert elicitation, which it would have done, if given the opportunity. 
Dr Jacoline Bouvy, for NICE, referred to David Knechtel's previous observation that the discussion in the third and fourth committee meetings were similar. She explained that this was not surprising, given that the Committee was prepared to move to FDG after the third committee meeting. It would be of greater concern if the Committee had changed its stance on a number of its preferred assumptions at such a late stage in the appraisal. Dr Bouvy also agreed with Ross Dent's explanation, that a committee meeting will be held in public in the absence of good reasons not to (e.g. confidential pricing discussions or before the technology obtains regulatory approval). The practical difference between a private and public committee meeting is that public observers cannot attend a private committee meeting. 
David Knechtel said that it was an over-simplification to say that nothing had changed between the third and fourth committee meeting. The Committee's approach to both plasma exchange therapy and dosing changed at the fourth committee meeting, which left the Company feeling as though it was chasing ever moving targets. Dr Bouvy noted that from the Committee's perspective, the opposite was true. The Committee had repeatedly reiterated its preferred assumptions throughout the appraisal, and the Company (despite a number of other amendments) did not change its modelled assumptions in line with the Committee's preferences. 
The Panel asked the Committee to what extent it was obliged to request company submission of further analysis ahead of a committee meeting. Dr Reddy explained that the Company had submitted updated analysis as part of the “Chair's action’’ (which he could not accept in that forum). Although it would have been open to the Committee to disregard this evidence and make a negative recommendation under the provisions of the Manual, the Committee decided against this and decided instead to hold a fourth public committee meeting, which would allow consideration of that additional analysis, stakeholder engagement and the best possible opportunity for a positive recommendation. Dr Reddy reminded the Panel that it was not the Committee's intention to hold a fourth committee meeting, but that this was necessitated as a result of the Company's response to the “Chair's action’’. 
The Panel asked whether the Committee could have convened a private Part 2 to the committee meeting (as per section 5.8.16 of the Manual) should the need to discuss confidential information arise during the course of the committee meeting. The Committee confirmed that it could have done so, but that there was no need to in this instance. 
Esther Nzenza, for Argenx, concluded that the information considered at the fourth committee meeting (i.e. in response to the “Chair's action’’) did not reflect the remaining uncertainties. The uncertainty could have been addressed by the expert elicitation and updated analysis that the Company was not allowed to submit. She suggested that it may have been appropriate for the Committee to have delayed the meeting to allow that updated analysis to be considered.
The Appeal Panel concluded as follows. The Panel took into account that NICE processes are designed to be transparent and to facilitate stakeholder engagement whenever possible. It therefore understood the procedural explanation by NICE that a private committee meeting would normally only be scheduled if confidential information, such as drug pricing, were to be discussed, while a public meeting that involves stakeholder involvement is otherwise generally preferred. In regard to this appraisal, the Panel noted the changing circumstances between the third and the fourth committee meeting that had a bearing on the ultimate decision by NICE to hold the fourth meeting in public. The Panel accepted that, after the Company had rejected the ‘‘Chair's action’’ proposals that were centred around confidential information relating to the pricing of efgartigimod and a possible PAS, and had chosen to introduce an alternative and new approach to their economic modelling, the issues to be considered at the fourth committee meeting broadened.  It was satisfied that in the context of residual disagreements between the Company and the Committee around the preferred assumptions in the economic modelling, the decision by NICE to change the status of the fourth committee meeting from a private to a public one was driven by a desire to allow for wider stakeholder involvement, including the input of clinical and patient experts. In regard to the timing of this decision, the Panel noted that this was taken approximately 3 months before the meeting was ultimately held. Furthermore, the Panel were persuaded that no further evidence or analysis had been requested of the Company by NICE in advance of the fourth committee meeting and that the involvement of stakeholders in the meeting offered potential advantages to the company in informing the committee's further consideration of the company's value proposition.  The Panel were not convinced, therefore, that there was any significant disadvantage to the Company as a result of NICE deciding to change the status of the meeting from a private to a public one and concluded that NICE had not behaved in a procedurally unfair manner in arriving at this decision.
The Appeal Panel therefore dismissed the appeal on this point.
Argenx Appeal Points 1a.1 and 2.1
Argenx Appeal Point 1a.1: It was procedurally unfair to have introduced a change of approach in the FDG as to how the Appraisal Committee considers efgartigimod in the treatment pathway at a very late stage without any explanation or opportunity to respond.
Argenx Appeal Point 2.1: The Appraisal Committee's conclusion that efgartigimod is only an additional treatment in the existing pathway is unreasonable.
Argenx Appeal Points 1a.1 and 2.1 both related to the positioning of efgartigimod in the treatment pathway: 1a.1 in respect of the procedural fairness of a change in approach in the FDG as to efgartigimod's position in the treatment pathway, and 2.1 as to the reasonableness of the resulting conclusion. Consequently, they were discussed together in the hearing (which is reflected in the summary of discussion below). They were then considered separately by the Panel and the conclusions in this decision letter are presented as such. 
David Knechtel, for Argenx, explained that both these appeal points focused on whether efgartigimod was seen as "additional" or "replacement" in the treatment pathway. He stated that the clinical view was unequivocal, that efgartigimod was a replacement not additional treatment in the pathway. He explained that not only was the FDG in direct contradiction to the draft guidance, but that the change had not been highlighted in any exchange between the Committee and the Company before the fourth committee meeting. 
Explaining the modelled pathway, David Knechtel explained that the changes made by the Company to the pathway throughout the appraisal process were made in response to requests by the Committee. The Company was of the view that it is impossible to overstate the significance of this change – as it ignores the extent to which the costs of intravenous immunoglobulin and plasma exchange therapy are displaced by efgartigimod. This takes efgartigimod from being cost-effective to being far above the acceptable ICER threshold when considered as an add-on to intravenous immunoglobulin and plasma exchange therapy. 
In respect of the Ground 1(a) appeal, David Knechtel explained that throughout the entire history of the appraisal, the Company had modelled efgartigimod as an escalation therapy for those inadequately controlled on standard treatment alone. Every assumption, ICER and scenario were based on efgartigimod being an alternative to or replacement of intravenous immunoglobulin or plasma exchange therapy in the treatment pathway. 58.4% of the patient cohort in the early access to medicines scheme (“EAMS") received intravenous immunoglobulin or plasma exchange therapy before being replaced by efgartigimod. He explained that a change of this magnitude (from replacement to additional treatment) which fundamentally alters the outcome, should have been accompanied by an explanation, and subject to stakeholder response. Instead, he said that this was raised in correspondence with NICE one week after the fourth committee meeting and that this denied the Company any opportunity to properly address the issue before the FDG was published. 
Dr Raju Reddy, for NICE, reiterated the fact that the marketing authorisation for efgartigimod is as an "add-on to standard treatment". NICE committees can only recommend technologies for use within their marketing authorisation (see Table 6.3 in the Manual). Referring back to Dr Jennifer Spillane's evidence earlier in the hearing on another appeal point, Dr Reddy referred to the clinical expert input that patients would not be left untreated. If a new treatment is added at any stage in the pathway, this increases the number of drugs into the interventional pathway.
Dr Reddy described that some marketing authorisations will specify the point in the pathway at which the treatment is authorised to be administered (for example, as second line only). There is no mention of any other treatment that should precede or follow efgartigimod in the treatment pathway (unlike in other marketing authorisations). Here, the marketing authorisation does not provide any specificity over and above being "add-on". 
With reference to paragraphs 3.4 of the second draft guidance and FDG, Dr Reddy noted that the target population remained consistent. The target population are people who have active refractory generalised myasthenia gravis with a MG Activities of Daily Living (MG-ADL) score of 5 or more and who cannot tolerate or are ineligible for standard treatment (or in whom standard treatment has failed). Standard treatment was defined as a maximal dose of corticosteroids, and at least two additional treatments, such as non-steroidal immunosuppressants and rituximab, for an adequate period of time, at an adequate dose. 
With reference to the above target population, the Committee did not understand the Company's position that efgartigimod was anything other than an "add-on". Although the Committee's view evolved throughout the course of the appraisal, taking into account expert clinical input, it had not fundamentally changed in the FDG as the Company suggests. 
Dr Jacoline Bouvy, for NICE, highlighted the distinction between intravenous immunoglobulin and plasma exchange therapy's dual purpose in modelling. First, as a comparator for efgartigimod, that is to say that intravenous immunoglobulin and plasma exchange therapy are the escalation therapies that a patient would receive instead of efgartigimod. Secondly, as part of the treatment pathway, considering whether a patient would receive intravenous immunoglobulin and plasma exchange therapy if efgartigimod stopped working. It is equally, if not more important, for the Committee to take into account what happens in the efgartigimod arm of the model where efgartigimod is no longer used.
In order to better understand all parties' understanding of the impact of the term "add-on" in the marketing authorisation, the Panel asked the Company and NICE to clarify the distinction between concurrent treatment (and whether it would ever be advisable to administer plasma exchange therapy / intravenous immunoglobulin with efgartigimod) and sequential treatment. 
Dr Reddy confirmed that there is no suggestion that efgartigimod is being used at the same time as intravenous immunoglobulin and/or plasma exchange therapy. But, he explained, the whole treatment pathway has to be considered in modelling – which includes those patients who might go back onto intravenous immunoglobulin or plasma exchange therapy if efgartigimod stopped working. 
Alan Moore, for NICE, explained that modelling an appropriate pathway is a fundamental part of any appraisal. He described the changes made by the Company to the modelled treatment pathway at each committee meeting. Using the pathway modelled at the fourth committee meeting as an example, the efgartigimod arm and the comparator arm both only modelled two treatments despite there being an additional line in the pathway in the efgartigimod arm: 
d. In the efgartigimod arm: 
i. Efgartigimod and intravenous immunoglobulin; or 
ii. Efgartigimod and plasma exchange therapy
e. In the established clinical management comparator arm: 
i. Intravenous immunoglobulin and plasma exchange therapy. 
David Knechtel noted that there was no mention of efgartigimod being an "add-on" to the pathway during the “Chair's action’’, and that the first time the Company was made aware of this was on 12 December 2024 in correspondence with NICE after the fourth committee meeting. 
Esther Nzenza, for Argenx, highlighted that the comparators in this appraisal have no clinical trial data or regulatory indication for use for refractory generalised myasthenia gravis – and so there is inherent uncertainty in the pathway against which efgartigimod is being compared. She explained that the Company had sought to address those inherent uncertainties associated with unlicensed comparators by using the EAMS data (available after the second committee meeting onwards), expert elicitation etc.
In response, Dr Bouvy explained that the Committee understood and appreciated the impact of efgartigimod being modelled as an "add-on" to already very expensive treatment. As a result, the Committee considered that it had a duty – which it sought to meet by issuing multiple draft guidance – to explore those issues and consider all the evidence available to it. The Committee applied an unusually high amount of flexibility in this appraisal, but it could not, however, ignore what it heard from the clinical experts in forming a reasonable set of assumptions in light of that uncertainty. 
Ross Dent, for NICE, noted that it is very clear in first, second and final draft guidance that the Committee had not seen a modelled pathway which reflected its preferences. None of the modelled pathways put forward by the Company reflected current NHS practice. This is supported by clinical expert input that agreed with the Committee that efgartigimod is used instead of intravenous immunoglobulin / plasma exchange therapy, but that those who stop efgartigimod may go on to receive intravenous immunoglobulin / plasma exchange therapy. That fact had not changed throughout the appraisal. Alan Moore agreed with Ross Dent, highlighting that the Committee had not at any stage accepted the Company's model as appropriate – the FDG being the final conclusion of that consistently held view. Dr Bouvy added that none of the cost effectiveness estimates provided during the appraisal provided a basis on which the Committee could recommend efgartigimod for use in the NHS. That was the Committee's position before, during and after the fourth committee meeting – and the Committee rejected the suggestion that this was a material change from its previous position. 
Peter Graham, for Argenx, said that correspondence from NICE on 12 December 2024 was very clear that efgartigimod was considered simply as an addition in the pathway. Peter Graham noted that efgartigimod would have to be offered at a very low price to justify being an addition to the pathway, and that it was unlikely the Company would have ever embarked on the appraisal process if efgartigimod was only ever intended to be an addition to the treatment pathway. Dr Bouvy noted that the Committee is not required to create a set of assumptions which would allow the Company to put forward a cost-effective offer. NICE's remit is to evaluate whether an intervention provides cost-effective use of NHS resources, based on what the Committee considers to be the best approximation of reality. Based on the evidence available to the Committee, its preferred assumptions are what it considered to be the best estimation of how efgartigimod would be used in clinical practice. 
Maria de Francesco, for Argenx, explained that patients receiving intravenous immunoglobulin / plasma exchange therapy are not being left untreated if either (or both) fail. They would cycle between intravenous immunoglobulin and plasma exchange therapy and vice versa, dosage would be increased etc. There would not be a simple discontinuation because clinicians have confirmed that patients are not left untreated. If the pathway modelled patients going from intravenous immunoglobulin to plasma exchange therapy to nothing – then efgartigimod would be an additional line of treatment. She explained that this is not what is happening in practice and so the modelling reflects that treatment cycling – from intravenous immunoglobulin to plasma exchange therapy, back to intravenous immunoglobulin etc. Maria de Francesco noted that some patients might stop efgartigimod, move on to plasma exchange therapy then move onto intravenous immunoglobulin (as modelled), and then could go back to plasma exchange therapy (or vice versa). She stressed that this was not a linear pathway which would see a patient left untreated having tried each escalation therapy once. 
Alan Moore described that the Company's modelled pathway does not accurately model a sequence of treatments. Efgartigimod is not a cure for generalised myasthenia gravis, and the pathway has to be modelled over a lifetime, instead of modelling one snapshot of the pathway. 
Dr Bouvy added that the marketing authorisation uses the phrase "add-on to standard treatment". Standard treatment does not include intravenous immunoglobulin or plasma exchange therapy. 
Esther Nzenza said that if the Company had an opportunity to address the misunderstanding about the relative position of efgartigimod in the pathway, the uncertainty could have been narrowed. Escalation therapies are used one at a time, and so are comparators in the pathway. In the Company's view, part of the problem is that the modelling starts with the distribution of prior therapies. Some patients in the model were eligible for EAMS, which means that the next logical treatment choice would have been an escalation therapy (even though some might not have already received intravenous immunoglobulin / plasma exchange therapy by the time they started taking efgartigimod). 
David Knechtel then referred to the EAMS data, noting that it was a clear indication of efgartigimod replacing other escalation therapies. Alan Moore explained that the EAMS data shows that a percentage of people on current treatment went on to receive efgartigimod. The fact that they are now taking efgartigimod does not mean that they will never receive intravenous immunoglobulin and/or plasma exchange therapy in the future. How that is modelled in the pathway is a key consideration for evaluation. 
The Company and the Committee agreed that efgartigimod would not be used concurrently with intravenous immunoglobulin or plasma exchange therapy. Ross Dent highlighted that this was not in dispute, but the question extant was what would happen to patients when efgartigimod is stopped. Dr Reddy explained that the pathway shows efgartigimod replacing intravenous immunoglobulin / plasma exchange therapy for a short period of time, before reverting to the escalation therapy options available before efgartigimod (i.e. intravenous immunoglobulin or plasma exchange therapy).
Esther Nzenza added that the updated analysis and expert elicitation which was not shared with the Committee prior to the fourth committee meeting explored the theoretical situation in which efgartigimod stopped working. 
The Panel asked whether re-treatment was a realistic potential, and whether patients would cycle through all three escalation therapies (efgartigimod, intravenous immunoglobulin and plasma exchange therapy) throughout the lifetime of the pathway in practice. Dr Reddy said that patients would cycle through intravenous immunoglobulin and plasma exchange therapy throughout the lifetime of the pathway, but that the same had not been modelled for efgartigimod. 
Alan Moore explained that the Committee had asked clinicians what would happen after stopping efgartigimod. The key output was that all the options available before efgartigimod were available after efgartigimod. That sequence has to be modelled, and this was incorporated into the Committee's preferred assumptions, guided by clinical expert input. 
Esther Nzenza stressed that at the point in the pathway at which the health service is paying for efgartigimod, it is not also paying for intravenous immunoglobulin or plasma exchange therapy for that patient. It is therefore a substitution in the pathway. She added that there is no evidence to date in the EAMS cohort of patients moving back to intravenous immunoglobulin or plasma exchange therapy from efgartigimod, but that it could happen in future. 
The Panel asked both the Company and NICE for their view as to the material impact that the position of efgartigimod in the pathway has on the ICER.
Peter Graham explained that when the Company received NICE's preferred assumptions – it modelled a number of scenarios, and in every case efgartigimod was cost-effective (applying intravenous immunoglobulin/plasma exchange therapy equally across arms). If the pathway is changed so that efgartigimod is only an addition to the pathway (i.e. not displacing anything), that changes the ICER to be far in excess of the acceptable threshold. 
Alan Moore explained that the model in the Company's base case shows that people are not on efgartigimod for long, and that incremental benefits are low – the result of this is that the ICER will be relatively high. That is, however, a reasonable conclusion which is not implausible in the Committee's view. Modelling needs to be robust in both arms, and any deviations should be clearly supported by evidence (which was not present here). 
Dr Bouvy reiterated that everyone is in agreement that efgartigimod would not be administered concurrently with intravenous immunoglobulin or plasma exchange therapy. However, the key factor for the Committee is that the long-term pathway must be modelled. In that long-term pathway, efgartigimod is an additional treatment. The issue is not what happens when patients receive efgartigimod, but whether it is reasonable to assume that patients would go back to intravenous immunoglobulin and/or plasma exchange therapy after efgartigimod or whether efgartigimod has some impact on the subsequent pathway. Here, given the length, duration, and time on treatment on efgartigimod, the Committee considered it reasonable to assume that efgartigimod does not impact the subsequent pathway. 
Dr Bouvy noted that it is not entirely correct to assume that all those people in EAMS who might be offered efgartigimod in the model would go on to be offered other escalation therapies (as only around half of the EAMS population were receiving intravenous immunoglobulin / plasma exchange therapy). Esther Nzenza agreed, but noted that in time those patients would go on to receive escalation therapies given that one criterion for EAMS was patients who "have failed, not tolerated or are not suitable for standard therapy for generalised myasthenia gravis". 
The Panel asked whether the modelled pathway after the third and fourth committee meetings were completely new pathways, or whether they were refinements of earlier pathways. Alan Moore explained that the main change in the Company's final modelled pathway was to remove all intravenous immunoglobulin / plasma exchange therapy from the efgartigimod arm. The Committee had told the Company that the model was not appropriate and that it did not capture the pathway according to its preferred assumptions. The last modelled iteration was not appropriate because it did not allow for treatment sequencing (i.e. 2 vs 2 treatments rather than 3 vs 2 treatments to reflect efgartigimod as an additional line). 
Maria de Francesco disagreed with Alan Moore's characterisation of the model. Instead, she explained that the fact that the arms were modelled equally as 2 vs 2 treatments (instead of 3 vs 2 in the efgartigimod arm) reflects the fact that there are more than two treatments in that pathway. The "2 treatments" described by Alan Moore are not two treatments as they would cycle indefinitely. The Company had modelled a scenario where patients remain on treatment forever (whether efgartigimod or intravenous immunoglobulin / plasma exchange therapy). This removes the need to incorporate cycling into the modelling and is in itself a conservative assumption given that intravenous immunoglobulin is more costly than plasma exchange therapy.
Although these appeal points were considered together at the hearing, the panel arrived at separate decisions in regard to the two different points that related to different grounds for appeal. To inform these decisions, the panel concluded that NICE had been consistent throughout the appraisal in its description of the place of efgartigimod as an ‘'add-on'’ to standard treatment for generalised myasthenia gravis in the first, second and final draft guidance, and that this reflected the Marketing Authorisation for efgartigimod. Nonetheless, the Panel noted that the interpretation of the terminology '’add-on'’ therapy had been the source of some confusion between the Company and NICE during the course of the appraisal and that this was relevant in considering these appeal points. The Panel were also satisfied that NICE had been consistent during the appraisal in considering that while ‘'add-on'’ therapy may comprise co-administration of efgartigimod with pyridostigmine, steroids and non-steroid immuno-suppressants, it did not refer to the co-treatment of patients with efgartigimod and either intravenous immunoglobulin or plasma exchange therapy. The Panel were therefore satisfied that in reference to “add-on’' therapy in the context of so-called “rescue’' treatments, this reflected a sequential pattern or substitution therapy that may be necessary throughout the lifetime of a patient. The Panel were persuaded by the biological principles of this and by the fact that this distinction had been a consistent approach that featured in the Committee's thinking around its preferred assumptions to optimally inform the economic modelling during the course of the appraisal. 
Regarding appeal point Argenx 1a.1, the Appeal Panel concluded as follows. The Panel noted that the Company’s economic model had been amended during the course of the appraisal and that this included a significant change before the fourth committee meeting in regard to the inclusion of plasma exchange therapy in the treatment pathway. Furthermore, the Panel were persuaded that this change in the modelling approach by the Company was not reflective of changes in the Committee's preferred assumptions after the third committee meeting and that the Company had been provided opportunity throughout the appraisal to engage with modelling based on the Committee's preferred assumptions.  The Panel concluded that the Committee's preferred place of efgartigimod in the treatment pathway was consistently linked to the positioning of “rescue'’ treatment, in a sequential manner, and that there was no convincing evidence that NICE had itself introduced a procedurally unfair late change in its approach in this regard in the FDG.
The Appeal Panel therefore dismissed the appeal on this point.
Regarding appeal point Argenx 2.1, the Appeal Panel concluded as follows. The Panel were satisfied that the target population during this appraisal comprised patients with generalised myasthenia gravis who are resistant to standard therapy and require “add-on” therapy. Furthermore, they were persuaded that the Committee's preferred positioning of efgartigimod in the treatment pathway for such patients was reasonably based on the acceptance that efgartigimod is not curative and that when treatment is stopped, patients will require “rescue” therapy with intravenous immunoglobulin or plasma exchange therapy in a sequential pattern. 
The Appeal Panel therefore dismissed the appeal on this point.
Myaware Appeal Point 2.3: In circumstances where expert clinical input suggested that the current clinical guidelines for generalised myasthenia gravis are out of date and not reflective of the care pathway in practice, it was unreasonable for the committee to prefer the clinical guideline over the expert clinical input [original appeal point 2.3 and 2.4].
Sarah Love, for Myaware, explained Myaware's position that the Committee did not attribute adequate weight to expert views on the care pathway for treatment of generalised myasthenia gravis. She noted that the Association of British Neurologist (“ABN”) Guidelines for the management of generalised myasthenia gravis (published in 2015) (“2015 Guidelines”) were a relevant consideration for the Committee to take into account (according to section 3.3.24 of the Manual). Clinical expert input was that the guidelines were out of date and did not reflect current NHS practice. It was Myaware's view that it was unreasonable for the Committee to have preferred the 2015 Guidelines over clinical expert input. Simply put, she said, it made no sense to cite the 2015 Guidelines but not take on-board expert input of what has changed in the decade since their publication. 
Referring to sections 1.3.8 and 3.3.24 in the Manual, Sarah Love emphasised the key role of clinical experts in the appraisal process. She explained that this is of particular importance to this appraisal, given that generalised myasthenia gravis is a rare disease, efgartigimod has a relatively small target treatment population, and that expertise in refractory generalised myasthenia gravis is heavily concentrated in a small number of clinicians in specialist treatment centres (some of whom having contributed to the appraisal process either in committee meetings or in written consultation responses). 
The Panel understands that an update to the 2015 Guidelines is expected soon. A draft treatment algorithm developed by the ABN was shared with the Committee in academic confidence prior to the third committee meeting. 
Dr Jennifer Spillane, for Myaware, explained her role running a specialist refractory generalised myasthenia gravis clinic across two NHS trusts in London, and her role as clinical lead for plasma exchange therapy in one trust. She described the current treatment pathway for refractory generalised myasthenia gravis, and highlighted the following six key areas in which the management of generalised myasthenia gravis had changed since the publication of the 2015 Guidelines (and will be reflected in the revised guidelines): 
f. First, that 13 specialist centres for the management of refractory generalised myasthenia gravis had opened in England. The revised guidelines will provide referral criteria to those centres, meaning that any patients considered for targeted therapy will be those considered to have true refractory generalised myasthenia gravis by a specialist, and will be discussed in a multi disciplinary team (“MDT”). 
g. Secondly, that MG-ADL scores will form an integral part of the updated guidelines. This is relevant because efgartigimod would only be considered for those with an MG-ADL score of 5 or more. MG-ADL scores would then be used to assess treatment response, and if there was no improvement measured then efgartigimod would be stopped. If efgartigimod was effective, the outcome MG-ADL measure would be used to match maximum efficiency (i.e. appropriate disease control without over treatment). 
h. Thirdly, steroid reduction will now be used as an outcome measure in its own right. A patient starting efgartigimod would need a clear steroid reduction plan. 
i. Fourthly, intravenous immunoglobulin / plasma exchange therapy “rescue’’ treatments will be recognised in the revised guidelines as part of the treatment pathway for the small subset of patients refractory to all other recognised treatments. 
j. Fifthly, rituximab will be considered a treatment option for those with generalised myasthenia gravis in the revised guidelines, and at an earlier point in the pathway than previously. Although rituximab forms part of the treatment pathway, contrary to the statement in the FDG, clinicians do not consider rituximab to be an equally effective treatment to intravenous immunoglobulin. The EAMS data show that only 50% of those in that cohort responded to rituximab. 
k. Finally, the position of targeted therapies for generalised myasthenia gravis have been refined in the revised guidelines. Targeted therapies (such as efgartigimod) are considered for those with ongoing burdensome symptoms after specialist multi-disciplinary review. 
Dr Spillane explained that the above demonstrates the significant change in almost all aspects of clinical management of generalised myasthenia gravis in the last decade. Although the revised guidelines were not published at the time of the appraisal committee meetings, she explained that clinicians have tried to highlight the substance of the revised guidelines at numerous points through the appraisal process, including by submitting the draft treatment algorithm (in academic confidence) in April 2024, by clarifying the position of efgartigimod in the treatment pathway in evidence provided to NICE in January 2024 (prepared by 13 generalised myasthenia gravis experts) and by the involvement of 2 clinical experts in the committee meetings who had personally been involved in revising the guidelines. 
In light of all the above, Dr Spillane concluded her view for Myaware that it was unreasonable for the Committee to have preferred a decade old out-of-date guideline over up-to-date expert clinical view. 
Dr Ashwin Pinto, for Myaware, explained that he also runs a specialist generalised myasthenia gravis clinic. His evidence focused on the positioning of efgartigimod in the treatment pathway. He explained that back in 2015, the treatment options for the small cohort of patients refractory to other treatments were very limited. Usually, patients would be offered intravenous immunoglobulin or plasma exchange therapy as an alternative. There is a national demand programme for intravenous immunoglobulin which requires patients to be discussed at a regional panel before intravenous immunoglobulin is offered given supply concerns. 
Dr Pinto explained that rituximab is at best modestly effective. Those not responding to rituximab (which is c.50% of those patients otherwise treated with plasma exchange therapy / intravenous immunoglobulin) do not benefit from any other remaining therapies, only intravenous immunoglobulin, or plasma exchange therapy. Both intravenous immunoglobulin and plasma exchange therapy are difficult to access, with a day case or brief overnight admission to hospital necessary. There are relative contraindications for both treatments – intravenous immunoglobulin is associated with risk of aseptic meningitis and thrombotic events, and there is long term impact of peripheral vein access associated with recurrent plasma exchange therapy. 
He described that of his patients eligible for efgartigimod, nearly all have achieved minimum symptom expression, and no ‘’rescue’’ treatment with intravenous immunoglobulin / plasma exchange therapy has been necessary to date. In his clinical experience, efgartigimod has therefore been a direct replacement for intravenous immunoglobulin / plasma exchange therapy from the first dose. Dr Pinto explained that it is not possible to prescribe intravenous immunoglobulin or plasma exchange therapy at the same time as efgartigimod, as there is no scientific rationale or mechanism of action to do so. 
Dr Pinto described that in his specialist generalised myasthenia gravis unit, 3 of 7 patients have been able to return to full time work since starting on efgartigimod. He concluded by re-iterating Jennifer Spillane's view that there had been significant changes to generalised myasthenia gravis management since 2015. 
Dr Raju Reddy, for NICE, confirmed that the Committee was aware that the existing 2015 Guidelines were out of date. He referred the Panel to paragraph 3.2 of the first draft guidance and paragraph 3.2 of the FDG which both recognise that the 2015 Guidelines were (at the time of the appraisal) in the process of being updated. 
Dr Reddy assured Myaware that the current treatment pathway (informed by clinical expert input) underpins the Company's model, and not the 2015 Guidelines. As a result, the modelling included all the current treatments and not just those contained in the 2015 Guidelines. 
Dr Reddy expressed his view that it is incorrect to suggest that the Committee had not considered the draft treatment algorithm in its decision making. The Committee could not refer to the draft treatment algorithm in the FDG as it was submitted in academic confidence. However, the pathway underpinning the model demonstrates that the Committee took into account the substance of the draft treatment algorithm in its decision making, notwithstanding the fact that it did not have the freedom to refer to it in the FDG. 
In response to Dr Spillane and Dr Pinto's comments about the statement in draft guidance relating to rituximab (that it was an equally effective treatment to intravenous immunoglobulin) was incorrect, Dr Reddy explained that rituximab is not included in the model and therefore this would not have impacted the cost-effectiveness estimates. 
Dr Reddy explained that once efgartigimod stops being effective, patients would then go onto intravenous immunoglobulin or plasma exchange therapy. The Committee's preferred pathway subsequently took into account the clinical expert input heard at committee meetings, consultation comments and the draft treatment algorithm shared ahead of the third committee meeting. The Committee agreed with the clinical experts that plasma exchange therapy is part of the treatment pathway for refractory generalised myasthenia gravis, but it did not agree with the Company's approach to modelling plasma exchange therapy (this is described in detail at paragraph 3.15 of the FDG). 
Discussion then turned to efgartigimod's indication as an "add-on" therapy in the marketing authorisation. This is related to Myaware's appeal point 2.3 on the basis that it impacts the reasonableness of the Committee's approach to the position of efgartigimod in the treatment pathway. 
Dr Pinto and Dr Spillane both confirmed that clinicians do not give efgartigimod to those currently being treated with intravenous immunoglobulin or plasma exchange therapy (or vice versa). Dr Pinto explained that the data in EAMS to date shows that no patient has returned to intravenous immunoglobulin / plasma exchange therapy, and so it may be unfair to assume a return to intravenous immunoglobulin / plasma exchange therapy in the model after efgartigimod. Dr Spillane added that "add-on" in the marketing authorisation means that it is not a first line treatment but instead is administered as an "add-on" to those who have not responded to other standard treatments. 
Andrew Stephenson, for Myaware, drew on his lived experience and described that neither intravenous immunoglobulin nor plasma exchange therapy are treatment options for him anymore because of vein damage. He explained that his symptoms are currently managed by efgartigimod, and that he could not go back onto intravenous immunoglobulin or plasma exchange therapy should efgartigimod stop working. 
Alan Moore, for NICE, reiterated Dr Reddy's statement that the 2015 Guidelines did not inform the model or the cost effectiveness analysis, and so the Committee attributed more weight to clinical expert input than the 2015 Guidelines to reflect current NHS practice. 
The Panel asked whether the target population reflected the draft treatment algorithm. Alan Moore explained that the Company refined the target population in line with the EAMS criteria which alleviated some of the Committee's concerns as to the propriety of the target population. He explained that the pathway evolved in time in line with the EAMS data to accurately reflect the refractory population who would go on to receive more targeted treatments. 
Sarah Love highlighted that a Ground 2 appeal point requires an appellant to demonstrate that the reasoning in the FDG did not add-up, and (in this case) did not reflect the clinical input which the Committee had received. She noted that Dr Reddy and Alan Moore had sought to reassure Myaware that erroneous statements in the FDG (for example in respect of the efficacy of rituximab) were immaterial as they did not impact the cost effectiveness. Sarah Love clarified that although that may be true, that is not explained in the FDG, which consequently does not add-up given the clinical expert input the Committee had received. 
Charlotte Campbell, for Myaware, who had been present at all four committee meetings said that no reference was made to the draft treatment algorithm in committee meeting slides, and that she had to prompt discussion of the draft treatment algorithm in the third committee meeting. Dr Reddy assured Myaware that the pathway (as set out in the draft treatment algorithm) had been considered in meetings / the FDG. 
The Panel asked whether patients would continue with other treatments (but not intravenous immunoglobulin/plasma exchange therapy) alongside efgartigimod. Dr Spillane explained that efgartigimod allows for the reduction of other treatments, including steroids. Steroid reduction is an indicator of successful treatment with efgartigimod. She explained that if efgartigimod was successful, steroids would be reduced first, then immunosuppressant would be reduced, and then only if outcomes remained positive, the clinician would consider increasing the intervals between treatment cycles. She explained that if a patient's condition does not allow for steroid reduction while on efgartigimod, she would consider stopping treatment with efgartigimod as it is an indicator that efgartigimod is not working (as reducing steroids is a key outcome). 
The Panel asked whether the modelling inputs changed at each committee meeting, given the change in the proposed treatment pathway in each meeting. Dr Spillane explained that clinical practice has not changed, but that confidence in using efgartigimod has grown over time which has enabled better steroid reduction. Dr Reddy confirmed that the clinical pathways had not changed. 
The Panel asked what options are available to patients who do not respond to efgartigimod. Dr Spillane explained that a higher dose of steroids, intravenous immunoglobulin or plasma exchange therapy would be considered. Over and above that, rare treatments would be considered which would require national discussion. She reminded the Panel of the mortality association with myasthenic crisis. Drawing on his lived experience, Andrew Stephenson noted that a stem cell transplant had been discussed as an option for him in the future should efgartigimod fail (given that neither intravenous immunoglobulin nor plasma exchange therapy are available to him). 
The Appeal Panel concluded as follows. The Panel were satisfied that the Committee had recognised in section 3.2 of the FDG that the 2015 Guidelines were outdated and did not accurately reflect current clinical practice. The Panel was also persuaded that the updated but unpublished ABN draft treatment algorithm that was submitted to NICE in academic confidence had been carefully considered by the Committee in their decision-making in the third committee meeting, but that they were unable to pay reference to this in the FDG because of confidentiality restrictions.  Furthermore, the Panel heard evidence that data from the EAMS database, which reflected the use of efgartigimod and other treatment modalities for generalised myasthenia gravis within contemporary NHS clinical practice, had also been considered by the Committee in their decision-making.  The Panel were convinced that the target population that was considered by the Company and the Committee in this appraisal aligned with the updated treatment algorithm and noted that “rescue” treatments for generalised myasthenia gravis, including intravenous immunoglobulin and plasma exchange therapy, that had not been included in the 2015 Guidelines, had featured in the consideration and decision-making of the Committee.  In this regard, the Panel concluded that the Committee had taken account of advice from clinical experts that these treatments feature as important components of the current clinical pathway, even though they are unlicensed for use in generalised myasthenia gravis, and that they had been considered in the Committee's preferred assumptions to inform the cost effectiveness modelling. Overall, the Panel concluded that the Committee had not favoured the 2015 Guidelines over and above the input of clinical experts regarding current clinical practice and were satisfied that their consideration of expert advice in this regard had been reasonable. 
The Appeal Panel therefore dismissed the appeal on this point.
The Appeal Panel noted comments in the hearing from clinical experts representing Myaware that, in their opinion, the statement in section 3.2 of the FDG regarding NHS England considering rituximab as an alternative treatment to intravenous immunoglobulin is misleading. They outlined that rituximab is not regarded by expert clinicians as a replacement for intravenous immunoglobulin but that it is used earlier in the treatment pathway. The Panel recommends, as a minor clarification, that NICE re-considers the wording of section 3.2 of the FDG to ensure clarity about the place of rituximab in the care pathway in NHS clinical practice as well as to accurately reflect the preferred position of NHS England in this regard.
Argenx Appeal Point 2.2: The Appraisal Committee's conclusion that plasma exchange should be excluded from modelling of the treatment pathway despite being an established part of usual treatment is unreasonable.
Peter Graham, for Argenx, explained that despite the fact that the Committee's preferred assumptions include plasma exchange therapy as part of the treatment pathway, the EAG model preferred by the Committee and described in the FDG as the "least biased approach" excludes plasma exchange therapy. He described this treatment sequence as being a significant departure from reality, which acts to artificially increase the cost associated with efgartigimod. It is the Company's position that excluding a clinically relevant option from the model is unreasonable. Peter Graham described that although the Committee was ready to apply flexibility in respect of some aspects (such as time on treatment), the same was not afforded to the modelling of plasma exchange therapy. 
Dr Raju Reddy, for NICE, explained that plasma exchange therapy was only incorporated into the Company's modelling for the “Chair's action’’ and subsequently the fourth committee meeting. Plasma exchange therapy was excluded from the Company's original base case, with the Company's rationale for the exclusion being that there were insufficient data for the use of plasma exchange therapy outside myasthenic crisis. The Company only changed this approach after the third committee meeting, which was a key reason why a fourth committee meeting was necessary. Dr Reddy explained that the Committee had been clear from the first draft guidance that plasma exchange therapy forms part of the treatment pathway. The reason that the Committee could not consider plasma exchange therapy as part of the model was because the Company had modelled plasma exchange therapy incorrectly, which in turn heavily biased the results favour of efgartigimod. 
The Company's model for the fourth committee meeting applied plasma exchange therapy at 43.8% in the comparator arm but only 6% in the efgartigimod arm, which resulted in a 29% increase in drug costs in the comparator arm against a 2% increase in the efgartigimod arm. 
Dr Reddy explained that the Committee's preferred assumption was for appropriate modelling of plasma exchange therapy. Including plasma exchange therapy equally across both arms would not have materially impacted the ICER of either arm. As the Company did not model plasma exchange therapy equally across both arms, the Committee had no option but to accept the EAG model, which Dr Reddy described as being the least worst option. This is explained at paragraph 3.15 of the FDG. Alan Moore agreed, explaining that the Company's model structure did not allow the Committee (or the EAG) to model plasma exchange therapy in the way it had hoped to do so. 
The Panel asked whether there was agreement that plasma exchange therapy formed part of the treatment pathway for the target population, and whether EAMS data informed modelling. Dr Reddy confirmed that plasma exchange therapy is part of the treatment pathway (reflected in the FDG) and that EAMS / EAMS+ data were fundamental to modelling, but that the inherent issues with the model provided by the Company meant that plasma exchange therapy had to be excluded. 
Maria de Francesco, for Argenx, explained that the reason the Company had modelled the sequence of efgartigimod to intravenous immunoglobulin or plasma exchange therapy and then only plasma exchange therapy in the comparator, is because this reflected what the Company considered to be most representative of clinical practice. She said that modelling one additional treatment forever in both arms of the model (i.e. efgartigimod and comparator arms) would mean the two cancel each other out and explained that this is what the Company had modelled in version 8.0 of the model. She also made the point that patients who needed it would not be left without treatment, and so if plasma exchange therapy was not included in the model, those patients would be left with intravenous immunoglobulin which is more expensive than plasma exchange therapy. 
Peter Graham explained that it was clear in the first and second committee meetings that the Company had excluded plasma exchange therapy given there was no data on utilisation of intravenous immunoglobulin / plasma exchange therapy. Although the Company knew that both were used in practice, it did not know in what proportions it was used until the EAMS data came through. Some submitted scenarios did include plasma exchange therapy, but not the base case due to the lack of supporting data. By the fourth committee meeting, the Company sought to model in a manner that was more reflective of clinical practice. Peter Graham, describing the modelled pathway at the fourth committee meeting, explained that the 43.8% intravenous immunoglobulin was drawn from EAMS, and the 6% on plasma exchange therapy reflected those in EAMS who did not originally respond to intravenous immunoglobulin (and so the assumption is that they would not return to intravenous immunoglobulin). He explained that there are more escalation therapies applied to the efgartigimod arm than the comparator arm which is a conservative approach. He noted that only at the fourth committee meeting did the Company understand through the Committee that it may have been the best option to apply plasma exchange therapy equally across both arms (which would have improved the cost-effectiveness of efgartigimod). Peter Graham noted that the model applying plasma exchange therapy equally across both arms was part of the updated analysis that was not shared with the Committee ahead of the fourth committee meeting. 
The Panel asked whether the Committee's concern in respect of the relative paucity of data it attached to intravenous immunoglobulin also applied to the inclusion of plasma exchange therapy in the model. 
Alan Moore, for NICE, explained that both are unlicensed, expensive, have a highly uncertain uptake and time on treatment and are underpinned by limited data. The Committee was flexible in accepting both into the model, and so the uncertainties and concerns regarding plasma exchange therapy mirrored the concerns in respect of intravenous immunoglobulin. 
The Panel followed up asking how the Committee reached a different conclusion in respect its preferred assumptions for the different “rescue’’ treatments. Alan Moore explained that the Committee wanted to include plasma exchange therapy in the pathway, but the manner in which the Company had modelled plasma exchange therapy across the treatment arms did not allow the Committee to use the model to explore the pathway it preferred. He noted that when modelling several high-cost treatments, this should be robustly modelled and supported with evidence. 
Dr Reddy explained that there is better evidence available for intravenous immunoglobulin than plasma exchange therapy as intravenous immunoglobulin use is recorded on a national database maintained by NHS England. He explained that the Committee concluded with some degree of certainty that the ICER would not be materially changed (if modelled in both arms), and because the time on treatment of efgartigimod was so short, it was reasonable also to conclude that removing plasma exchange therapy from modelling altogether would not have materially impacted the ICER. 
David Knechtel, for Argenx, disagreed, stating that in circumstances where all parties agree that plasma exchange therapy is an important part of the treatment pathway in clinical practice, it was unreasonable for the Committee to have excluded it entirely. Peter Graham disagreed with the Committee position also. He explained that although intravenous immunoglobulin was the more costly escalation treatment, the Company had originally incorporated intravenous immunoglobulin into modelling because there were more data available for intravenous immunoglobulin use to underpin the model. 
Dr Reddy highlighted again that it did not appear plausible for only 6% to go onto plasma exchange therapy after efgartigimod whereas 43.8% would go onto plasma exchange therapy after intravenous immunoglobulin. 
The Appeal Panel concluded as follows. The Panel were persuaded that the Committee had taken note of and accepted clinical expert advice that plasma exchange therapy is part of the accepted NHS treatment pathway for patients with generalised myasthenia gravis. The Panel were satisfied that the conclusion that was reached by the committee at its fourth committee meeting that plasma exchange therapy should be excluded from the modelled pathway was governed by the circumstances and information available to it at that meeting. In this regard, the Panel noted that in the early stages of the appraisal, the inclusion of plasma exchange therapy in the modelling of the treatment pathway was supported by NICE, but that the Company had declined to incorporate plasma exchange therapy into its model on the basis of concerns about the availability of evidence to support its use as maintenance therapy outside of the acute treatment of myasthenic crises. Furthermore, the Panel noted that the subsequent inclusion of plasma exchange in the modelled pathway was a late change that was introduced by the Company between the third and fourth committee meetings in a non-invited analysis that followed their rejection of the “Chair's action’’ proposals. The Panel observed that there therefore appeared to have been an inconsistency on the part of the Company during the appraisal process in regard to the inclusion or exclusion of plasma exchange therapy in the modelled treatment pathway, and that this contrasted with the focus that they had consistently applied to the use intravenous immunoglobulin in their modelled approaches. The Panel also noted that at the fourth committee meeting, the Company model presented included a differential application of plasma exchange therapy to both treatment arms of the model and that the Committee considered this to be implausible. Furthermore, the Panel took note of reported technical difficulties that prevented the EAG from running the Company model with different inputs and assumptions in advance of the fourth committee meeting. Finally, the Panel heard contrasting reports from the Company and NICE in regard to the impact that the inclusion or exclusion of plasma exchange therapy exerted on the modelling of the cost effectiveness of efgartigimod, but concluded that the modelling limitations encountered compromised the ability to draw firm conclusions about this. The Panel considered that it was reasonable for the Committee to conclude that there were significant limitations to the Company's approach that was presented at the fourth committee meeting regarding the use of plasma exchange therapy in their proposed model. The Panel also considered that it was reasonable for the Committee to consider that the results of the economic analysis based on the model were therefore implausible. In the absence of alternative and more plausible modelled proposals, the Panel considered that it was reasonable for the Committee to conclude that plasma exchange therapy be excluded from the modelled pathway although it had recognised the role of plasma exchange therapy in the usual treatment pathway for generalised myasthenia gravis in NHS clinical practice.
The Appeal Panel therefore dismissed the appeal on this point.
Argenx Appeal Point 2.3: The Appraisal Committee's conclusion to disconnect the source of assumptions for efficacy and dosing and use separate sources is unreasonable.
Esther Nzenza, for Argenx, explained the Company's position that it was unreasonable and unjustified for the Committee to have based dosing on limited and immature EAMS data whilst basing its assumptions as to efficacy on data from the ADAPT trial. Good scientific practice dictates that where possible, both sources should be drawn from the same model as they are inherently linked factors. She noted that both the EAG and the Committee had confirmed the generalisability of ADAPT data, including to the EAMS cohort, yet the Committee departed from this view in concluding that EAMS data should override ADAPT data for dosing. 
Esther Nzenza went on to explain that the baseline MG-ADL scores were higher in EAMS than ADAPT, and that the Committee had assumed this to mean more frequent dosing. The Company's post-hoc analysis of EAMS shows no correlation between dosing intervals and MG-ADL scores, which she describes as undermining the Committee's view that EAMS better reflects severity dosing. The Company considered that this highlighted the concerns arising from drawing any conclusion from a small, heterogeneous early access cohort. 
Describing the impact of the change, Esther Nzenza noted that the Company was informed of the switch to EAMS dosing in the base case days before the fourth committee meeting, which did not allow time for any new / alternative data. Disconnecting the sources of assumption for efficacy and dosing significantly inflated the ICER and introduced bias against efgartigimod. 
Alan Moore, for NICE, explained that it was entirely reasonable for the Committee to have used EAMS data as it is from a UK population, heavily informed by the Company's own target population. One of the key uncertainties for the Committee to address was as to the frequency of dosing and the target population which by definition experiences more severe refractory generalised myasthenia gravis. In the Company's model, and in ADAPT, subsequent treatment was given when the MG-ADL scores fell below 5 (i.e. efgartigimod was no longer required), whilst the EAMS data showed more frequent dosing with time in a patient population directly in line with the Company's model. 
Alan Moore explained that in ideal circumstances, the sources would all be derived from one model, but in many instances, this is not possible. Here, the least appropriate source for dosing was ADAPT as it was a fundamentally broader patient population than (1) the Company's target population and (2) the exact UK population in the EAMS cohort. Dosing has a significant impact on cost-effectiveness and so the Committee needed an accurate representation of that cost. 
The Panel asked why it was necessary to change the dosing schedule in modelling. Dr Raju Reddy, for NICE, explained that the second draft guidance highlighted the Committee's view that the clinical and cost effectiveness of efgartigimod would change for different populations. 
Esther Nzenza reiterated that EAMS is an immature data set. The best way, in the Company’s opinion, to remove the inherent issues associated with a heterogeneous population is to look more broadly. The Company considers that this is why ADAPT (which is an unusually large sample given the rarity of the condition), having accepted its generalisability, should be used as the source for both efficacy and dosing assumptions. 
Dr Jacoline Bouvy, for NICE, explained that a large cohort may be more precise, but not necessarily accurate. The Committee gave weight to the fact that ADAPT was not reflective of what is happening in clinical practice. She further added that health technology appraisals use different sources for utility estimates (including real-world evidence) relatively frequently where there is reason to challenge the face validity of the assumptions derived from a single source. Dr Bouvy explained that in situations where real world evidence is available (for example in relation to treatments in the Cancer Drugs Fund), more often than not the baseline characteristics adopted will be based on real-world evidence and not Randomised Controlled Trial (“RCT”) data. 
Explaining why this was important, Alan Moore said that a patient will stay on treatment until and unless the MG-ADL score drops below 5. In the EAMS cohort, an MG-ADL score of less than 5 is harder to achieve given that it is a patient cohort with more severe refractory generalised myasthenia gravis than ADAPT. The real-world experience of efgartigimod in a UK population is important because it is key evidence of how the drug will be used in the NHS. 
Esther Nzenza reiterated the Company's position that MG-ADL scores do not correlate with the dosing regimen. In the event of successful treatment, post-hoc analysis of EAMS data suggests that clinicians would look to extend not reduce treatment intervals. Alan Moore pointed out that the Company's own model suggests that efgartigimod will be discontinued once the MG-ADL score drops below 5. 
The Appeal Panel concluded as follows. The Panel noted that that the Committee had recognised that the target population considered in this appraisal for treatment with efgartigimod was more severely affected by their generalised myasthenia gravis illness than the overall cohort that was included in the randomised controlled ADAPT trial, and that this was outlined in section 3.11 of the FDG.  The Panel also observed that the Committee had explained in 3.11 that they considered that data from the EAMS database in regard to the dosing of efgartigimod, was more reflective of “real world” NHS practice in the target population than data from the ADAPT trial population. The Panel noted that the Committee had also concluded that the dosing assumptions for efgartigimod in the economic modelling exerted a substantial impact on the conclusions around cost effectiveness and had therefore appropriately considered the optimal source of dosing data in the fourth committee meeting in their deliberations. The Panel noted that NICE processes indicate that preferred evidence sources reflect the specific use being considered by the Committee and that while data from randomised clinical studies are usually preferred, additional data from non-randomised studies can be used to complement RCT data when evidence is limited. The Panel were satisfied that the consideration of separate data sources in regard to clinical outcome and drug dosing is consistent with NICE processes (in particular, section 3.3.2 of the Manual); that NICE has adopted a similar approach in other appraisals; and that the Committee had not acted unreasonably in reaching this conclusion on the basis of its desire that the appraisal conclusions accurately reflect the way in which efgartigimod is used in NHS practice.
The Appeal Panel therefore dismissed the appeal on this point.
Argenx Appeal Point 2.5:  The Appraisal Committee's conclusion on intravenous immunoglobulin response rate in patients who discontinue efgartigimod is unreasonable in light of the published literature and expert elicitation evidence submitted. 
Esther Nzenza, for Argenx, introduced the Company's position that the conclusion in the FDG in respect of intravenous immunoglobulin response rate cannot be supported by the evidence. The Company assumptions derived an aggregated discontinuation rate from 2 studies (recognising the paucity of evidence) supported by 6 consultants treating generalised myasthenia gravis which gave an estimate of 14.5%. The Company states that this was presented in the third committee meeting, but that it was subsequently rejected without clear explanation after the fourth committee meeting and replaced instead with the view of one clinical expert. The Company maintained that its view was sound, and that the conclusion to adopt an alternative measure of response was unreasonable and acted to distort the comparative value of efgartigimod further. 
Alan Moore, for NICE, explained to the Panel that there are other generalised myasthenia gravis topics being appraised in parallel with efgartigimod, and that the Committee was eager to maintain a consistency of decision-making where possible. Given the intravenous immunoglobulin response rates submitted in comparable appraisals, the Committee asked the clinical experts present at the fourth committee meeting which intravenous immunoglobulin response rate it considered appropriate. The two clinical experts in the fourth committee meeting both agreed that 70% was a reasonable response rate. The Committee was of the view that the evidence for the Company's intravenous immunoglobulin response rate was highly uncertain and not robust. If appropriately structured, this should not have a material impact on the cost-effectiveness model. 
The Panel accepted that there is a general desire for consistency across NICE appraisals but asked whether the Committee took the EAG intravenous immunoglobulin response rate into account. Dr Raju Reddy, for NICE, described that this is an example of the Committee disagreeing with the EAG. He also noted that, as set out in paragraph 3.8 of the FDG, clinical experts stated a 65-75% response rate. Ross Dent, for NICE, explained that there is a desire to promote consistency if appropriate to do so, and here the Committee sought expert input at the fourth committee meeting to ascertain whether the intravenous immunoglobulin response rate assumptions used in other generalised myasthenia gravis appraisals were appropriate for use in the efgartigimod appraisal or not. 
Alan Moore explained that there are vastly different inputs in the model, and Dr Reddy added that the Company was adopting an inconsistent approach during the hearing as to whether it considered intravenous immunoglobulin an effective “rescue’’ treatment or not. 
Esther Nzenza expressed the view that literature-based estimates validated by 6 geographical centres had been overridden by clinical opinion which the Company does not recall hearing in the committee meetings. 
The Panel asked the Company how it derived a response rate of 80.5% from the Hellman et al 2014 and Bril et al 2023 studies (Helman and Bril). 
Maria de Francesco, for Argenx, explained that it pooled the sample of patients from both studies (a total of 82) patients, and divided the number who discontinued treatment (16) by the total number of patients across both studies in the pooled sample (16 / 82), which gave a discontinuation rate of 19.5%. 
The Panel noted that of the two studies, one had a discontinuation rate of 15 / 52 (29%) and the other had a discontinuation rate of 1/30 (3%). The Company agreed. Helman and Bril taken separately therefore produced a range of discontinuation rates which approximated 30% (the intravenous immunoglobulin response rate preferred by the Committee in its FDG conclusions).
During the discussion, the Company and the Committee disagreed as to whether the intravenous immunoglobulin response rates across comparable generalised myasthenia gravis appraisals also took discontinuation into account. The Committee stated that those who respond to intravenous immunoglobulin would stay on treatment, and so the inverse is those who would discontinue after intravenous immunoglobulin (and not go on to long term intravenous immunoglobulin) and that both these things are reflected in the intravenous immunoglobulin response rate. The Company on the other hand maintained that response rate and discontinuation are measured differently. Those who do not respond to intravenous immunoglobulin within 14 days are not immediately discontinued. They would receive one loading dose and two maintenance cycles before any decision to discontinue is made. This means that it would be much longer than 14 days before a decision to discontinue is made. In the efgartigimod arm, the Company has assumed that discontinuation will be considered if there is nil response after two cycles.
The Appeal Panel concluded as follows. The Panel noted that the response rate to intravenous immunoglobulin in generalised myasthenia gravis after efgartigimod treatment is stopped, was considered by the Committee to have an important bearing on the outcome of the economic modelling, but that there was uncertainty about the most accurate rate, given the paucity of relevant published data.  The Panel also understood that arriving at an estimated response rate from the available studies required an extrapolation from discontinuation rates that were cited in two studies that had been identified by the Company and considered by the Committee at the third committee meeting. The Panel noted that the rates of discontinuation of intravenous immunoglobulin treatment in the 2 studies were 3% and 29% and that expert elicitation undertaken by the Company from 6 expert clinicians had resulted in an estimated discontinuation rate of 14.5%. The Panel were satisfied that this information had been shared with the Committee at the third committee meeting and had been considered by them before they arrived at their preferred assumption in regard to the response rate to intravenous immunoglobulin (70%). The Panel noted that the EAG had been satisfied with the response rate of 80% that was proposed by the Company but accepted that the Committee were not obliged to agree and that it was reasonable, in principle, for them to arrive at their own conclusions about this.  The Panel noted that the preferred Committee response rate of 70% was arrived at following the receipt of expert clinical advice from two clinicians (65-75%) at the fourth committee meeting, as explained in section 3.8 of the FDG, and heard from NICE that this figure was consistent with the response rates that were used in economic modelling in other relevant NICE appraisals addressing the same condition.  The Panel concluded that the 70% response rate that was preferred by the Committee was reasonable given the absence of definitive published data; the fact that this was consistent with one of the published study's discontinuation rate (29%); that this figure had been informed by expert advice in the fourth committee meeting (65-75%); and that the inclusion of this response rate in the economic modelling ensured consistency across NICE appraisals of different treatments for the same condition. 
The Appeal Panel therefore dismissed the appeal on this point.
The Panel noted that section 3.8 of the FDG included an explanation of the rationale that supported the decision of the Committee in arriving at its preferred assumption of a response rate to intravenous immunoglobulin of 70%, but considered that the issue of consistency across relevant NICE appraisals, in this regard, had not been explicitly addressed in this section. The Panel are aware that there is a desire to promote consistency across technology appraisals where it is appropriate to do so, and that each Committee will take its own decision based on the facts before it. Given the importance placed in the hearing on the issue of consistency by the NICE and Committee representatives in regard to this Committee decision, the Panel recommends that NICE consider re-wording section 3.8 to make the issue of consistency across appraisals clearer.
Argenx Appeal Point 2.4: It is unreasonable in light of the Committee's conclusion at paragraph 3.12 of the FDG, for the Committee also to conclude at paragraph 3.8 that clinical and patient experts considered the Company's analysis including censoring to be implausible.
Peter Graham, for Argenx, introduced the Company's position that it is inconsistent and unreasonable that the Company's censoring analysis was considered implausible at paragraph 3.8 of the FDG, but that it is accepted at paragraph 3.12 that the Company's censoring of patients with an MG-ADL score below 5 is reflective of ADAPT. The EAG agreed that this was clinically reasonable. 
Alan Moore, for NICE, explained that the censoring analysis was based on very small numbers. Efgartigimod is not modelled as a cure, and the Committee did not consider a substantially longer time on treatment for intravenous immunoglobulin to be appropriate in light of efgartigimod being easier to use compared to intravenous immunoglobulin which is burdensome. The Company had initially modelled patients being on intravenous immunoglobulin for life (amounting to over £1m per patient in the model). At each point in the iterative process of modelling, there was a substantially higher time on treatment for intravenous immunoglobulin. This was the result of censoring a small number of patients with limited follow up. 
The Panel asked whether clinical and patient experts had confirmed the implausibility of the censoring analysis. Alan Moore confirmed that the Committee heard from patients that intravenous immunoglobulin / plasma exchange therapy was burdensome and from clinicians that they have a limited evidence base. The input on plausibility of time on treatment and censoring analysis was mainly derived from clinical input as it would have been difficult for patients to comment. 
Alan Moore explained that the Committee does not object to censoring per se, it is used frequently in appraisals for a number of reasons. In this instance, censoring was discussed at every committee meeting, but always in relation to fairly small numbers which would only usually be plausible to censor with robust reasons for doing so. 
Peter Graham explained that efgartigimod is a more effective drug than intravenous immunoglobulin, and so the censoring has the impact of removing patients who are strong responders. Those who do well stop efgartigimod. It is the Company's view that it is appropriate to censor these patients, which has an impact on the ICER and time on treatment. The Company considers this to be reasonable censoring which had a significant impact which it does not consider the experts would have described as implausible. 
Alan Moore explained in further detail the importance of time on treatment. If efgartigimod is efficacious, patients will stay on it for a long time. The ADAPT trial used an intra-venous formulation of efgartigimod, but there is now a subcutaneous formulation available. This is likely to increase the time on treatment for efgartigimod. Alan Moore emphasised that changing one input to the model impacts all the others. He noted that if all the other inputs were modelled in accordance with the Committee's preferences, a change to time on treatment would have been less of an issue because the model would have otherwise been correct. Here, the censoring was based on very small numbers and was uncertain, and did not have face validity. Dr Raju Reddy, for NICE, added that the Committee took into account in its preferred assumptions the availability of subcutaneous efgartigimod.
Paragraph 3.12 of the FDG highlights the poorer response / increased complications associated with intravenous immunoglobulin / plasma exchange therapy (compared against efgartigimod) and so it is implausible for time on treatment of efgartigimod to be far lower given that it is easier to use and can be administered at home. This assumption lacks face validity, and disregards patient, carer, and clinical expert input. 
Dr Reddy explained the Committee's view that there is no inconsistency between paragraphs 3.8 and 3.12. Peter Graham disagreed, explaining that at no point have the patients or clinicians said that those with an MG-ADL of less than 5 would continue treatment. He stressed that this relates to those who improve on efgartigimod and are taken out of the analysis, rather than those who only remain well because they are on efgartigimod (but would deteriorate without it).
Esther Nzenza, for Argenx, reiterated that the Company's appeal point relates to the reasonableness of the approach taken in the FDG, which considers the censoring approach to be plausible in one part of the FDG, and lacking face validity in another part. Alan Moore explained to the Panel that time on treatment was discussed at every committee meeting, and that it was a key issue which drove cost-effectiveness results. The Committee has to consider the robustness of the analysis, and the Company's assertion in the appeal hearing (that some patients stop treatment because it is no longer needed) appears to attribute a curative effect to efgartigimod which was not modelled before the Committee. 
Ross Dent, for NICE, concluded on behalf of the Committee that everyone appeared to be in agreement that patients would not have these treatments with an MG-ADL score of less than 5. Instead, the Company had asked the clinical experts whether it was plausible for time on treatment for intravenous immunoglobulin to be longer than time on treatment for efgartigimod, a statement with which the clinical expert disagreed, which is reflected as such at paragraph 3.8 of the FDG. 
The Appeal Panel concluded as follows. The Panel noted that the Committee questioned the plausibility of the Company economic modelling at the third and fourth committee meetings, given that the Company base case comprised shorter time on treatment for efgartigimod than intravenous immunoglobulin. It also noted that the base case presented by the Company at the fourth committee meeting extrapolated time on treatment for intravenous immunoglobulin from efgartigimod data using censorship of patients who had responded to treatment, such that their MG-ADL score became less than or equal to 5. The Panel noted that the Committee heard from clinical experts that it is not unreasonable to consider that treatment would be stopped in the face of such a satisfactory clinical response. Furthermore, the Panel noted that NICE accepted that the principle of data censorship is not necessarily incorrect per se, and that there is no direct evidence available to inform assumptions about the time on treatment for intravenous immunoglobulin in generalised myasthenia gravis. On the other hand, the Panel noted that the Committee's concerns in this case centred around the small numbers of patients involved and the short clinical follow-up, as well as the resulting differential time on treatment between efgartigimod and intravenous immunoglobulin. In regard to the latter, the Panel were satisfied that the Committee had received expert clinical and patient advice in the third and fourth committee meetings who had indicated the potential benefits of efgartigimod and the potential complications with intravenous immunoglobulin treatment. The Panel also noted that the Committee had concluded that the treatment advantages associated with efgartigimod are likely to lengthen time on treatment. Overall, the Panel did not consider, therefore, that it was unreasonable for the Committee to conclude that the Company's model, including censorship was implausible. In regard to section 3.12 of the FDG, that addressed the Company's model, the Panel noted that while the Committee accepted that ‘...the Company's modelled health states were generally appropriate for decision-making.’, there was also reference to their concerns about ‘...significant limitations in some aspects of the modelling.’ The Panel considered that section 3.8 of the FDG provided more specific details about these concerns and that there was therefore no fundamental inconsistency between the two sections of the FDG.
The Appeal Panel therefore dismissed the appeal on this point.
Conclusion and effect of the appeal panel’s decision
The Appeal Panel dismissed the appeal against this appraisal on all grounds but has made two recommendations for minor clarification by NICE in the FDG (see sections 116 and 155).
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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