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Sent by e-mail only: XXXXXXXXXXXXXXXXXXXX
FAO XXXXXXXXXXXXXXXXXXX


11 August 2025

[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXXXXXXXX
Re: Final Draft Guidance for zilucoplan for treating antibody positive generalised myasthenia gravis [ID4008]
Thank you for your letter of 4 August 2025 responding to my initial scrutiny views.  This is my final decision on initial scrutiny 
I assess each of your points in turn.
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.1: NICE’s conclusion that the appropriate comparator is a ‘basket’ of standard care, with some people having IVIg, some having PLEX, and some having neither, is unreasonable.

I confirm my decision to refer this appeal point to the Appeal Panel.  
Appeal point 2.2: NICE’s conclusion that the overall EAMS cohort (n=48) was appropriate to inform the proportion of people on treatment in the ‘basket’ of standard care is unreasonable
I confirm my decision to refer this appeal point to the Appeal Panel.  
Appeal point 2.3: NICE’s conclusion that Minimal Symptom Expression (“MSE”) should be removed from the model is unreasonable. 
I confirm my decision to refer this appeal point to the Appeal Panel.  
Appeal point 2.4: NICE’s conclusions in relation to subsequent treatment distributions in the Zilucoplan arm and comparator arm of the model are opaque but appear to be irrational 
I confirm my decision to refer this appeal point to the Appeal Panel.  
Appeal point 2.5: NICE’s conclusion that it would consider the utility decrement associated with corticosteroid use qualitatively in its decision making is irrational
I remain of the view that in the absence of any robust evidence that would have enabled the Committee to quantitatively account for utility decrement associated with corticosteroid use (over and above that already captured in the EQ-5D responses), I consider the Committee's conclusion to exclude this from the economic model is not arguably unreasonable. As a result, I confirm my decision not to refer this appeal point to the Appeal Panel. 
Appeal point 2.6: NICE’s conclusion that it would consider the impact of Zilucoplan on carers qualitatively in its decision making is irrational
Having considered your additional explanation in response to my views on initial scrutiny, I remain persuaded by paragraph 3.22 of the FDG. The Committee agreed with the EAG's position that it had not seen evidence that multiple sclerosis is a suitable proxy for gMG, and so (in line with the appraisal for efgartigimod for treating gMG) concluded that carer utility decrements should be excluded from the economic model. As a result the Committee took into account the impact of zilucoplan on carers qualitatively in its decision making. 
I consider that the Committee's conclusion was reached in accordance with the provisions of the manual, absent evidence to show that the technology affects carers, and was not arguably unreasonable. Consequently, I confirm my decision not minded to refer this appeal point to the Appeal Panel. 
Conclusion
Therefore the valid appeal points are:
· 2.1 - NICE’s conclusion that the appropriate comparator is a ‘basket’ of standard care, with some people having IVIg, some having PLEX, and some having neither, is unreasonable.
· 2.2 - NICE’s conclusion that the overall EAMS cohort (n=48) was appropriate to inform the proportion of people on treatment in the ‘basket’ of standard care is unreasonable.
· 2.3 - NICE’s conclusion that Minimal Symptom Expression (“MSE”) should be removed from the model is unreasonable. 
· 2.4 - NICE’s conclusions in relation to subsequent treatment distributions in the Zilucoplan arm and comparator arm of the model are opaque but appear to be irrational. 
NICE shares the valid appeal grounds of each appellant with the other appellants to assist with preparation for the hearing.  
NICE will be in contact with you regarding the administration of the appeal, which will be held orally. 

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