Dear Dr Chakravarty
Thank you for your initial scrutiny response to our appeal letter.  We have set out our reply on each point below.
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. 
· Thank you for your careful consideration of this point. I am compiling this response on behalf of the ABN neuromuscular advisory group and representing the ABN myasthenia gravis specialist interest group (SIG). The experts involved in the consultation are members of the ABN MG SIG. Having consulted directly with the experts involved I understand that only a limited part of the revised ABN guidelines (the proposed treatment algorithm) was shared with the committee during the consultation. This appeal point was focused on the delineation of ‘refractory MG’ detailed within the text of the guideline which was not available to share at the time. Therefore, we accept your decision not to refer this appeal point to the Appeal Panel. 
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.
· Thank you, if you feel that this point is unlikely to impact on the committee decision making then we are happy for this point not to be referred to the Appeal Panel. A point we were suggesting should have been considered was the cost of managing unstable and therefore refractory MG cases in the previous 12 month (considering number of admissions to hospital. IVIg or PLEX rescue treatments) required in those patients who were on steroids only but had very unstable disease. This meets criteria for refractory MG but the comparator costings were not appropriately considered. 
· “However, these patients were clinically defined as having highly active disease and had already been treated with a variety of standard of care treatments that had been stopped either because of lack of adequate response or because of severe and occasionally life-threatening side effects. Their burden of disease and frequent need for emergency rescue treatment (typically with IVIg or PLEX alongside hospital admission for supportive care) was not acknowledged. It is unreasonable to categorise a patient has not having refractory MG because they and their clinician had made a decision to stop an ineffective and potentially harmful treatment. The cost saving of preventing multiple emergency admissions was not appropriately accounted for.”
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.
· Thank you, we look forward to the outcome. 
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. 
· Thank you, we look forward to the outcome. 

