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[bookmark: deartext]Dear XXXXXXXXXXXX
Re: Final Draft Guidance for zilucoplan for treating antibody positive generalised myasthenia gravis [ID4008]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 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. 
Having considered the additional arguments made in your response to my initial scrutiny views, I consider this to be an arguable appeal point and confirm my decision to refer this to the Appeal Panel. 
In my initial scrutiny letter I explained that I was not minded to refer this point to the Appeal Panel, on the basis that it is ostensibly similar to an appeal point considered in the recent appeal relating to TA1069, in which the appeal panel in that case concluded that the committee's preferred place of efgartigimod in the treatment pathway was consistently linked to the positioning of 'rescue' treatment, in a sequential manner, and that there was no convincing evidence that NICE had itself introduced a procedurally unfair late change in its approach in this regard.  I am persuaded by your response to my initial scrutiny letter that the position is arguably different in this case, and anticipate that the Appeal Panel will wish to explore in further detail whether the Committee did in fact "shift its position on a key issue" before considering the fairness or otherwise of any such change in position. 
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 have considered the arguments made in response to my initial scrutiny views, and in particular Annex C. There, you set out the issues raised by UCB which you consider could have been resolved by technical engagement, and NICE's response to those issues. 
I note that the issues which you consider required technical engagement in the body of your letter (i.e. the modelling of comparators, the decision rule and approach to subsequent treatments) do not appear to be included in the list in Annex C of those raised with NICE during the appraisal process. 
Annex C does record that NICE took account of the issues recorded there which you considered capable of resolution through technical engagement, but disagreed with your view that technical engagement was the appropriate forum to resolve those issues. 
As I explained in my previous letter, technical engagement will only be included "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". Incorporating technical engagement into the appraisal process is at NICE's discretion, and in this instance, it is clear that NICE did not consider technical engagement to be appropriate, helpful or proportionate. 
I consider this to be in accordance with the provisions of the Manual, and do not consider there to be procedural unfairness. 
For that reason, I confirm my view at initial scrutiny not 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. 
At initial scrutiny, I was not minded to refer this appeal point to the Appeal Panel on the basis that I did 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". 
In considering whether this is an arguable appeal point, I have been assisted by the Company's position that "the Committee relied upon unsupported assertion by the EAG and NHS England to challenge the transparent data produced by UCB and supported by Professor Leite, a clinical expert to this appraisal". 
Although I do not consider it arguable that the Committee disregarded the evidence available to it, I accept that it would be arguably procedurally unfair for the Committee to apply different standards to evidence it is prepared to accept from different stakeholders. 
I therefore refer this appeal point 1(a)3 to the Appeal Panel as follows: 
"The Committee's preferred assumption for using the EAG's approach of modelling subsequent treatment lacks transparency"
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
Having considered your additional arguments in response to my initial scrutiny view, I remain of the view that it is not arguable that the Committee failed to take into account the fact that IVIg and PLEX are unlicensed for treatment of gMG and that the data for their use in this indication are limited. That is because of the examples drawn from the FDG in my initial scrutiny letter, and in particular that the Committee was acting within the confines of the Manual in considering the appropriate comparator, guided by established practice in the NHS.
For that reason, I confirm my view at initial scrutiny and will not refer this point to the appeal panel. 
Appeal point 1(a).5: The Committee’s approach to consideration of uncaptured benefits lacks transparency and appears incomplete
I am assisted by your example of the Committee's approach to the achievement of minimal symptom expression ("MSE") in the economic modelling. You explain in your letter that the Committee preferred to remove MSE from the economic modelling, whilst acknowledging that it may be clinically relevant, but then did not take this into account as an uncaptured benefit.
I accept that it is arguably procedurally unfair for the Committee to exclude quantitative evidence, acknowledge its relevance. and fail to address it as an uncaptured benefit, and will refer this point to the appeal panel. 
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 confirm my decision 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 confirm my decision to refer this appeal point to the Appeal Panel.   
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
I confirm my decision 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 confirm my decision to refer this appeal point to the Appeal Panel.   
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 confirm my decision 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 confirm my decision 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 confirm my decision 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).
In your response to my views at initial scrutiny, you describe that "it is logical to attribute a utility increment to the therapy that benefits patients by deviating from the default position and the impact of the displaced treatment".  You have not provided detail as to the impact which attributing an utility decrement to IVIg and PLEX instead of a utility increment of zilucoplan had on the cost-effectiveness of the technology. 
I am reminded of the definition of Ground 2 at paragraph 4.3 of NICE's "Guide to the technology appraisal and highly specialised technologies appeal process", that guidance will be unreasonable where it is "obviously and unarguably wrong, illogical or "does not add up". It is not unreasonable for the Committee to prefer assumptions with which the Company disagrees per se. 
Although the Company might have preferred a utility increment for the self-administration of zilucoplan rather than the utility decrement associated with IVIg and PLEX, I have not been presented with any evidence to suggest that the Committee's preference was arguably unreasonable. 
Consequently, I will not refer this appeal point to the appeal panel. 
Conclusion
Therefore the valid appeal points are:
· 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.
· 1(a)3 The Committee's preferred assumption for using the EAG's approach of modelling subsequent treatment lacks transparency
· 1(a)5 – The Committee's approach to consideration of uncaptured benefits lacks transparency and appears incomplete.
· 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. 
· 2.2 - The Committee's conclusion that zilucoplan adds an additional line of therapy to the treatment pathway for generalised myasthenia gravis is unreasonable. 
· 2.3 - The Committee's conclusion that the subsequent treatment 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. 
· 2.4 - The Committee's conclusion that UCB's expert elicitation had several uncertainties is unreasonable.
· 2.5 - The exclusion of minimal symptom expression is unreasonable in the light of the clinical trial data and expert elicitation submitted. 
· 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. 
· 2.7 - It is unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan.
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
XXXXXXXXXXXXXXXXXXXX

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