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[bookmark: deartext][bookmark: Sal]Dear xxxxxxxxxxxx 
Re: Final Draft Guidance for efgartigimod for treating generalised myasthenia gravis [ID4003] 
Thank you for your letter of 7 February 2025, lodging an appeal against the above Final Draft Guidance (FDG).  Dr Chakravarty is temporarily unavailable and so in accordance with paragraph 3.1 of NICE's Guide to the technology appraisal and highly specialised technologies appeal process, I am conducting initial scrutiny on this occasion.
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are: 
· 1(a) NICE has failed to act fairly, or 
· 1(b) NICE has exceeded powers;
· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.
This letter sets out my initial view of the points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information, are arguable, and fall within any one of the grounds will your appeal be referred to the Appeal Panel. 
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I will make my final decision as to whether each appeal point should be referred on to the Appeal Panel. 
Initial View
I assess each of your points in turn.  
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1(a).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. 
I understand your appeal point to be based on a purported change of approach by the committee after ACM4 in relation to where it considered efgartigimod in the treatment pathway.  
The indication of efgartigimod considered by the panel remained consistently as "an add-on to standard therapy for the treatment of adult patients with generalised Myasthenia Gravis ("gMG") who are anti-acetylcholine receptor (AChR) antibody positive" in the First, Second and Final Draft Guidance. 
The Company submitted (Figure 10 at page 40 of the Committee Papers for ACM1) that efgartigimod be used as an add-on or replacement to other treatments for those not responsive to pyridostigmine and corticosteroids. However, the First, Second and Final Draft Guidance contain no substantive differences in respect of the Treatment / Target Population at paragraphs 3.3, 3.3 and 3.4 respectively which explain the proposed use of efgartigimod in the pathway.  
Your letter asserts that it was procedurally unfair for the committee to have introduced a change of approach in the FDG at a late stage. On the face of First, Second and Final Draft Guidance, there is no suggestion that the committee did change its view in relation to the positioning of efgartigimod in the treatment pathway.
On that basis, I am not currently minded to refer this appeal point to the Panel.  However, I would welcome explanation by the Company of how it considers the committee changed its approach to the positioning of efgartigimod in the treatment pathway following ACM4, by reference to the Committee's published materials.
Appeal point 1(a).2: NICE's handling of the appraisal process relating to a Chair's offer and subsequent fourth Appraisal Committee Meeting was unfair.  
I understand this appeal point to comprise three separate points, which I address in turn below: 
(1) That it was procedurally unfair for the committee to decide to hold a fourth committee meeting instead of publishing the FDG after the third committee meeting. 
I am provisionally minded to refer this point to the appeal panel, subject to my request for clarification below. 
Paragraphs 5.8.60 and 5.8.61 of the Manual confer a discretion on the Committee as to whether or not to hold a further committee meeting following receipt of an updated commercial offer or new analysis using the Committee's preferred assumptions.  Given the above, I would not usually anticipate that a decision to hold a further committee meeting could arguably be said to be procedurally unfair. 
In this case, however, I understand the Company's position to be that it relied on a clear statement from the Committee that it would not convene a fourth committee meeting, and that a fourth committee was subsequently convened without inviting any further input from the Company.  I invite you to confirm whether I have understood the Company's position correctly, and confirm where and in what form that clear statement from the Committee was made to the Company. 
(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. 
I am minded to refer this point to the appeal panel, which I anticipate the Panel may wish to consider together with the first point above. 
(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.  
I am not currently minded to refer this point to the appeal panel, on the basis that the Committee may regulate its own procedure in accordance with the Manual and is entitled to (and indeed must) set and maintain a timetable for the process that ensures a timely conclusion.  I note that in this case in particular, the process was extended to include four committee meetings.  However, in order to understand further whether this is a valid appeal point, please explain:
(a) Whether the Committee gave an indication in advance to the Company that further responses to the EAG critique would not be considered, and any reasons given;
(b) when the Company provided its response to the EAG critique and updated analysis to NICE ahead of the fourth committee meeting; and 
(c) when the Committee informed the Company that it would be unable to share this with the committee ahead of the fourth committee meeting. 
Appeal point 1(a).3: The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee meeting was unfair.  
I am not minded to refer this appeal point to the appeal panel. That is because paragraph 5.8.1 of the Manual sets out the 4 possible stages of the evaluation process. This includes "development of, and consultation on, the draft guidance (if needed)" (emphasis added). 
I am persuaded that during this evaluation, the committee afforded the stakeholders adequate opportunity to participate in the formulation of and response to draft guidance. It is unusual for a Single Technology Appraisal to convene four committee meetings as part of its evaluation process. Doing so allowed the committee meaningfully to take into account stakeholders' input at various points throughout the evaluation process. 
You assert in your letter that failure to provide draft guidance for consultation "denied the company and all stakeholders a fair opportunity to make intelligent representations in advance of ACM4". I am persuaded that the two previous iterations of draft guidance for consultation (and subsequent committee meetings) afforded stakeholders a fair opportunity to make intelligent representations throughout the evaluation process. 
Because of the reasons above, I am not minded to refer this appeal point to the appeal panel. 
Appeal point 1(a).4: The Appraisal Committee's approach to a number of points in this appraisal is inconsistent with the approach taken in the appraisal of zilucoplan for the same indication and thus unfair.  
I am not minded to refer this appeal point to the Appeal Panel.
You state in your letter that "Two different appraisal committees therefore should not arrive at very different conclusions on key points impacting the ICER in appraisals for the same indication, treatment, pathway and position in therapy. To do so without providing adequate reasons is procedurally unfair". 
The appraisal committee evaluating zilucoplan tor treating antibody-positive gMG has not yet produced a FDG for zilucoplan, and so has not arrived at any conclusions in respect of the acceptable ICER for zilucoplan.  It is accordingly premature to say that any conclusions reached by the Committee in relation to efgartigimod are unfair on the specific basis of failure to meet any heightened duty to give reasons arising from the Committee reaching a different conclusion from another committee considering the same or an analogous issue.  It remains open to you to argue that the Committee's conclusions in this case are unreasonable (or indeed, unfair) on their own account. 
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.1: The Appraisal Committee's conclusion that efgartigimod is only an additional treatment in the existing treatment pathway is unreasonable. 
I am minded to refer this appeal point to the appeal panel.
I note that your letter explains that the Company's target population was narrowed in response to the First Draft Guidance and the appraisal committee's request. The FDG provides that "the committee concluded that the company's target population description broadly describe the most suitable population to have add-on treatment with efgartigimod" (emphasis added) before going on to conclude that "it would evaluate efgartigimod in the population proposed by the company".
The Company may wish to explain whether the target population was amended again in light of any subsequent draft guidance and/or committee meeting. The Company may also consider providing detail of the impact on the ICER of treating efgartigimod as an additional treatment in the existing treatment pathway rather as an alternative.
I anticipate that the appeal panel will wish to explore in particular the statement in your letter that "It is inconsistent and unreasonable for the Appraisal Committee to confirm acceptance of the company's proposed population but at the same time conclude in the FDG that efgartigimod is only for use in addition to maintenance IVIg and plasma exchange, which is inconsistent with the proposed population."
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. 
I am minded to refer this appeal point to the appeal panel. 
I note that the Committee's exclusion of plasma exchange from the modelling of the treatment pathway leaves IVIg as the only option post-discontinuation of efgartigimod. I understand the Company's position to be that this has a material impact on the ICER, was not supported by clinical expert input in the fourth committee meeting and is not supported by real-world clinical practice in England. 
For those reasons, I am minded to refer this appeal point to the appeal panel. 
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.  
In summary, I understand your appeal point to be that the Committee's decision to base its conclusions regarding efficacy on ADAPT data and its conclusions regarding dosing on EAMS data was not justified, unreasonable and has had a material impact on the ICER. 
In considering this appeal point, I note that the Committee has given a detailed explanation in the FDG of the factors that it has taken into account in concluding that the dosing of efgartigimod should be based on EAMS data. 
I am provisionally minded to refer this appeal point to the Appeal Panel. However in order to assess properly whether the Committee's decision to disconnect the source of assumptions for efficacy and dosing was unreasonable, the Company should explain: 
(1) Why it considers that the only reasonable course for the Committee to take was to base dosing and efficacy on the same data source, rather than disconnect the sources in circumstances where the evidence suggests that the dosing schedule in EAMS was more generalisable to the population in NHS practice, and
(2) Its understanding of the impact of the EAMS population having a significantly higher MG-ADL baseline score on dosing and consequently the ICER. 
Appeal point 2.4:  The Appraisal Committee's conclusion to disregard data provided on time on treatment for maintenance IVIg and instead apply the time on treatment of efgartigimod to maintenance IVIg without any explanation or supporting evidence is unreasonable.  
I am not minded to refer this appeal point to the Appeal Panel.  This is because I consider the committee has adequately explained its reasoning and the sources of evidence that it has taken into account in reaching this conclusion in the FDG, and it is not arguable that the conclusions cannot reasonably be justified from the evidence considered. At paragraph 3.8 of the FDG, 
· the committee explain that the clinical experts explained that they would expect time on treatment for IVIg and efgartigimod to be similar, 
· the committee considered that the statements from the clinical and patient experts also suggested that the Company's analysis including censoring was implausible, 
· the committee considered that IVIg inputs in the model had a substantial impact on cost-effectiveness, which created very high uncertainty in the cost-effectiveness results. 
As set out at paragraph 6.2.7 of the Manual, the Committee's decisions on clinical effectiveness take into account the uncertainty generated by the evidence and differences between the evidence submitted for regulatory approval and that relating to effectiveness in clinical practice. 
I am persuaded that it was not arguably unreasonable for the Committee to disregard data provided on time on treatment for maintenance IVIg for three reasons. 
First, it was reasonable under the provisions of the Manual for the Committee to give weight to the high uncertainty in the cost-effectiveness results created by the IVIg inputs in the model. 
Secondly, the analysis produced by the Company for the fourth Committee meeting which extrapolated time on treatment for IVIg from the efgartigimod data resulted in a time on treatment for IVIg that was significantly longer than for efgartigimod. This analysis necessarily relied on censoring the people who stopped with an MG-ADL score less than 5 – which was (a) considered by clinical and patient experts to be implausible; and (b) had a high impact on the ICER. 
Thirdly, the EAG considered that evidence for IVIg time on treatment to be poor. 
I consider the above to have been appropriately taken into account in the committee's decision making, adequately explained in the FDG, and therefore do not consider this to be valid appeal point. 
Appeal point 2.5: The Appraisal Committee's conclusion on IVIg response rate in patients who discontinue efgartigimod is unreasonable in light of the published literature and expert elicitation evidence submitted.  
I am minded to refer this appeal point to the appeal Panel. I understand the Company's position to be:
(1) that the Company and EAG were aligned on a base case IVIg response rate of 80.5%, and 
(2) that the Committee has not referred to the Company or EAGs greater response rate in the FDG (only the 70% response rate based on clinical expert input), 
(3) nor has it explained why (contrary to the hierarchy of preferred sources in the Manual) it has relied on clinical expert input over the Company and EAG evidence. 
As this has a material impact on the ICER, I am minded to refer this appeal point to the Appeal Panel. 
Conclusion  
The above sets out above my initial views on all of your appeal points.
In respect of your points which I am not minded to refer on you are entitled to submit further clarification and/or evidence to me within the next 10 working days (by 5pm on 28 February 2025), and I will then give a final decision on the points to put before an appeal panel.  Responses must deal only with requested clarifications, or arguments or comments about the lead non-executive director for appeals' initial view that an appeal point is not valid. For the points I am already content to refer on, an oral appeal will be held which is likely to be held remotely.
Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 7 March 2025
Ordinarily appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process.  Use of additional written material is discouraged, and the panel cannot receive any new evidence.  If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 5pm on 28 February 2025.  Please note that the appeal panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.
Yours sincerely
Sharmila Nebhrajani OBE
xxxxxxxxxxxxx
Chairman
National Institute for Health and Care Excellence
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