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21 July 2025

[bookmark: deartext][bookmark: Sal]Dear Mr XXXXXXXXXXXXX
Re: Final Draft Guidance – zilucoplan for treating antibody-positive generalised myasthenia gravis [ID4008]
Thank you for your letter of 10 July 2025, lodging an appeal against the above Final Draft Guidance ("FDG").  
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 make my final decision as to whether each appeal point should be referred to the Appeal Panel. Your response to this letter must not contain new points of appeal. Responses must deal only with requested clarifications, arguments or comments about my initial views. Your response to this letter will usually be the last opportunity to elaborate or provide clarification to the appeal, unless you are specifically invited to submit material at a later date. Any uninvited material submitted after your response to this letter will be rejected. 
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: The Committee's conclusion that zilucoplan adds an additional line to the treatment pathway was raised by the Committee only after ACM3, with the result that there was no opportunity for consultation on this key issue. 
I am not currently minded to refer this appeal point to the Appeal Panel. 
I understand that the primary argument made here is that the Committee indicated only very late that it considered zilucoplan to add an additional line to the treatment pathway, and that there was no opportunity for stakeholders to provide their views on this conclusion.
I note that the Committee consistently refers to zilucoplan as an add-on treatment throughout drafts of the guidance.  I note further that a very similar appeal point was considered and dismissed by the Appeal Panel in the appeal relating to TA1069 - Efgartigimod for treating antibody-positive generalised myasthenia gravis.  In that appeal the Panel considered both the procedural fairness and the reasonableness of the Committee's conclusion that efgartigimod is an additional treatment in the pathway (see its consideration here of Argenx appeal points 1a.1 and 2.1).  Whilst I appreciate that efgartigimod and zilucoplan are different technologies, if you are minded to pursue this appeal point I should be grateful if you would provide further explanation of:
(1) The material differences between the Committee's approach in the current evaluation from that in TA1069, which in your view demonstrate that it is at least arguable that an Appeal Panel would reach a different view on this occasion; 
(2) By reference to all three pieces of draft guidance and correspondence with NICE (if applicable), how you consider the Committee's view to have unfairly changed as to the positioning of zilucoplan in the treatment pathway; and 
(3) If the Committee's view did change, what additional evidence or information would the Company have provided had it been consulted on any change in approach. 
To the extent that your appeal point challenges the reasonableness of the conclusion reached by the Committee as to the positioning of zilucoplan in the treatment pathway, that is properly addressed under ground 2, which I note you have done at appeal point 2.2, which I am minded to refer.
Appeal point 1(a).2: NICE’s refusal of UCB’s request for technical engagement before the first meeting of the Appraisal Committee was procedurally unfair and has prejudiced the conduct of the appraisal. 
I am not minded to refer this appeal point to the Appeal Panel. As you recognise in your appeal letter, section 5.7.2 of the Manual provides that technical engagement will only be included in the appraisal process if NICE considers that it is appropriate, helpful and proportionate, taking into account whether the technical engagement process is likely to resolve key issues before the committee meeting.
In your appeal letter, you have not identified any specific technical issues which you consider would have been resolved through technical engagement. I note that the rarity of gMG is not in and of itself a reason requiring technical engagement. Further, technology appraisal committees frequently consider rare diseases within the provisions of the Manual.
Nor am I persuaded that the fact of other appraisals using technical engagements necessitates its use in appraising zilucoplan, absent specific technical issues capable of resolution through technical engagement. 
For those reasons, I am not minded to refer this appeal point to the Appeal Panel. 
Appeal point 1(a).3: The Committee’s decision-making in relation to subsequent treatment in refractory generalised myasthenia gravis lacks transparency and disregards the evidence available to the Committee. 
I am not minded to refer this appeal point to the Appeal Panel. I do not accept the characterisation that the Committee preferred the EAG's estimation "solely on the basis that this is "in between NHSE's and the company's". The Committee has explained the reasons why it concluded that the EAG's approach is appropriate to model subsequent treatment in some detail in paragraph 3.16 of the FDG. It seems clear to me that the statement that the preferred estimate was "in between that of NHSE's and the company's" is a simple statement of fact, and plainly not the Committee's sole reason for its preference.  
Consequently, I do not agree that the decision-making in relation to subsequent treatment in refractory gMG lacked transparency or disregarded the evidence available to the Committee. 
Appeal point 1(a).4: In referring to uncertainties, the Committee has failed to take into account the fact that IVIg and PLEX are not licensed for the treatment of gMG and that data for their use in this indication are very limited together with the perverse implications of negative guidance for zilucoplan
I am not currently minded to refer this appeal point to the Appeal Panel. That is because I do not consider it arguable that the Committee failed to take into account the fact that IVIg and PLEX are not licensed for treatment of gMG and that the data for their use in this indication are very limited. 
The Committee has recognised in the FDG that: 
(1) IVIg and PLEX both require regular hospital visits which can be difficult to fit around work and family commitments, and place substantial burden on carers. 
(2) IVIg and PLEX are time-consuming and resource intensive treatments
(3) Access to PLEX is highly variable across the NHS
(4) Some centres may exclusively use IVIg, some may use a mix of IVIg and PLEX, and some may have access to neither
(5) There are country-wide variations in access to IVIg
The FDG also explains in detail the steps taken by the Committee and the Company to provide indirect treatment comparisons between zilucoplan and IVIg and zilucoplan and PLEX.
I also consider that the Committee was acting within the provision of the Manual in considering the appropriate comparator. Section 6.2.3 of the Manual provides that the Committee will normally be guided by established practice in the NHS when identifying the appropriate comparators. Section 6.2.4 anticipates instances in which the Committee can consider as comparators technologies that do not have regulatory approval for the population defined in the scope when they are considered to be part of established clinical practice for the population in the NHS. 
Appeal point 1(a).5: The Committee’s approach to consideration of uncaptured benefits lacks transparency and appears incomplete
I do not regard this as a valid appeal point. That is because at paragraph 3.31 of the FDG, the Committee has taken into account both patient and clinical expert views, and concluded that it would take the additional utility decrements associated with corticosteroid use and the impact of zilucoplan on carers qualitatively in its decision. The Committee explains at paragraphs 3.20 and 3.22 of the FDG why it decided not take these factors into account quantitatively.
In the absence of submitted evidence that would have enabled the Committee to quantitively account for uncaptured benefits, it is procedurally fair for the Committee to assess these qualitatively, which is explained at paragraph 3.31 of the FDG. This qualitative assessment is taken into account in determining the acceptable ICER at paragraph 3.29. 
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.1: The Committee’s preferred comparator of a ‘basket of standard care’ is unreasonable in view of the target population for zilucoplan and its proposed position in the treatment pathway
I am minded to refer this appeal point to the Appeal Panel.  
Appeal point 2.2: The Committee’s conclusion that zilucoplan adds an additional line of therapy to the treatment pathway for generalised myasthenia gravis is unreasonable
I am minded to refer this appeal point to the Appeal Panel. 
Ahead of the appeal hearing, the Company may be assisted by sight of the appeal panel's decision relating to the FDG for efgartigimod for treating antibody-positive generalised myasthenia gravis [ID4003]. Argenx Appeal Point 2.1 in that appeal considered the positioning of efgartigimod in the treatment pathway for antibody-positive generalised myasthenia gravis. Although I am currently minded to refer this appeal point to the Panel, I should be grateful if you would, in your response to this letter, explain any differences that the Company considers there to be between the current circumstances and those in the efgartigimod appeal, that make it arguable that the Panel will reach a different view in this case.
Appeal point 2.3: The Committee’s conclusion that the subsequent treatments for the zilucoplan arm in the economic model should be informed by the efgartigimod full EAMS cohort whereas the comparator basket is informed by a different data source is inconsistent and unreasonable
My understanding of your appeal point is that in the model preferred by the Committee, the pathways for subsequent treatment vary as between the zilucoplan arm and the comparator arm, which you consider to be inconsistent and unreasonable. 
I am minded to refer this appeal point to the Appeal Panel.
Appeal point 2.4: The Committee’s conclusion that UCB’s expert elicitation had several uncertainties is unreasonable
I am minded to refer this appeal point to the Appeal Panel. 
I note that the clinical expert elicitation was derived from four clinical experts. One of the Committee's uncertainties in this regard was that "it was unclear whether the clinical expert opinion is representative of UK MG Centres". The Company may wish to explain how many gMG centres there are in the UK, and whether the four clinical experts informing the elicitation were representative of the varied clinical landscape in the UK. 
Appeal point 2.5: The exclusion of minimal symptom expression is unreasonable in the light of the clinical trial data and expert elicitation submitted
I am minded to refer this appeal point to the Appeal Panel.
Appeal point 2.6: The use of the overall EAMS cohort to determine the proportion of people on treatments in the “standard of care basket ” disregards the views of the authors of the published paper, expert opinion and is inconsistent with the target population for zilucoplan and its position in the treatment pathway
I am minded to refer this appeal point to the Appeal Panel.
Appeal point 2.7: It is unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan
I am minded to refer this appeal point to the Appeal Panel. 
Appeal point 2.8: It is unreasonable to exclude a utility increment for the self-administration of zilucoplan (a self- administered treatment away from the hospital setting).
I am not provisionally minded to refer this appeal point to the Appeal Panel. In your letter, you compare the Committee's approach in the zilucoplan appraisal to another committee's approach to the eliglustat highly specialised technology appraisal. In the latter, the committee preferred the inclusion of a utility increment for the technology undergoing the appraisal rather than an utility decrement for the comparator. 
I do not consider the fact that two committees prefer different modelling approaches to be unreasonable per se. At paragraph 3.21 of the FDG, the Committee sets out the EAG's view that the studies referenced by the Company to support the inclusion of this utility increment related to different modes of administration than subcutaneous injection (for example, oral administration and infusions). As a result, the Committee concluded that it was appropriate to include the uncaptured benefit as a utility decrement for IVIg and PLEX from the implied avoidance of in-hospital administration, rather than a utility increment for zilucoplan. 
If you wish to pursue this appeal point at final scrutiny, I would invite the Company to explain why it considers that the Committee's preference of a utility decrement for IVIg and PLEX to be unreasonable on the face of the evidence before it. In particular, the Company may be assisted by referring to the uncertainties recognised in the FDG as to the validity of the evidence informing the disutilities associated with IVIg and PLEX. 
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 by 5:00pm on Monday 4 August 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 5:00pm on Monday 11 August 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 5:00pm on Thursday 18 September 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

Dr Mark Chakravarty
XXXXXXXXXXXXXXXXXXXXXXXX
Lead Non-Executive Director for Appeals
National Institute for Health and Care Excellence
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