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21 July 2025

[bookmark: deartext][bookmark: Sal]Dear Dr XXXX
Re: Final Draft Guidance – zilucoplan for treating antibody-positive generalised myasthenia gravis [ID4008]
Thank you for your letter of 7 July 2025, lodging an appeal against the above Final Draft Guidance ("FDG").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 will make my final decision as to whether each appeal point should be referred on 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 on 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 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.1: The opinion of the contributing clinical experts was not considered with sufficient weight by the committee regarding the definition of refractory MG.
I am not currently minded to refer this appeal point to the Appeal Panel. I understand your appeal point to be, in essence, that the Committee should have had regard to the contents of the revised ABN guidelines.  You say that they were referred to by experts throughout the consultation, but it is not clear to me on the face of your appeal letter, whether the revised ABN guidelines themselves were provided to the Committee. Although the FDG recognises at paragraph 3.2 that the guidelines were being updated at the time of the appraisal, it is unclear whether those revised guidelines were shared with the Committee academic in confidence or at all. 
I note that in the appraisal of efgartigimod for treating gMG, the draft revised ABN guidelines were shared with the Committee academic in confidence, and it was established in the appeal that the Committee did consider the draft revised ABN guidelines, but had not referred to them expressly in the FDG because of their academic in confidence status. 
If you are minded to pursue this appeal point I would invite ABN to explain (1) whether the updated guidelines were shared with the Committee; and (2) if not, details of how the content of the guidelines were put to the Committee, for example by experts in committee meetings. 
Appeal point 2.2: The real-world evidence for Efgartigimod that was published in 2024 has been misinterpreted.
I am not currently minded to refer this appeal point to the Appeal Panel. I understand your appeal point to disagree with the Company's position that "the inclusion criteria for EAMS were designed specifically for efgartigimod, and based on a broader population that included some people whose condition would not be considered refractory in practice" (paragraph 3.5 of the FDG). I note that this is the Company's view, not the Committee's view. 
My understanding is that the Committee did not consider it appropriate to remove people having corticosteroids only from the EAMS cohort study. That is because these people could have had refractory gMG if they had previously stopped other treatments for refractory gMG based on loss of response. Having taken the totality of the evidence into account, the Committee goes on to conclude that the overall EAMS cohort (n=48) is appropriate to inform the proportion of people on treatment in "basket" of standard care. 
Consequently, I do not currently consider it arguable that the Company's position on this point impacted the Committee's decision-making, on the basis that the Committee preferred the entirety of the EAMS cohort in its decision-making, not the revised cohort (n=37) which the Company considered to be refractory. That being the case, my current view is that this appeal point raises an academic issue that could not have any impact on the outcome of the appraisal.
If you are minded to pursue this appeal point I would invite ABN to explain how it considers any misinterpretation to have materially impacted the Committee's decision-making and/or conclusions.
Appeal point 2.3: The ability of Zilucoplan to achieve minimal symptom expression (MSE) has not been adequately considered
I am minded to refer this appeal point to the Appeal Panel.
Appeal point 2.4: The committee did not place sufficient weight on patient and clinical expert evidence concerning the value of a self-administered therapy, and the potential for this to improve equity of access to treatment
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 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  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
XXXXXXXXXXXXXXXXXXX
Dr Mark Chakravarty
Lead Non-Executive Director for Appeals
National Institute for Health and Care Excellence
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