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[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXXX
Re: Final Draft Guidance for efgartigimod for treating generalised myasthenia gravis [ID4003]
Thank you for your letter of 28 February 2025 responding to my initial scrutiny views ("Response to Initial Scrutiny Letter").  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: It was procedurally unfair to have introduced a change of approach in the FDG as to how the Appraisal Committee considers efgartigimod in the treatment pathway at a very late stage without any explanation or opportunity to respond
I have considered this appeal point in light of the helpful additional arguments made in your letter of 28 February 2025. 
I will refer this appeal point to the Panel.  I am not persuaded that it is arguably unfair per se for the Committee to change its approach at a late stage of the evaluation, in light of new evidence. I do accept, however, that it is arguably unfair (as contended by the Company) for the Committee to make a change which has a material impact on the ICER, without explanation and without affording stakeholders the opportunity to respond.
Consequently, I consider this to be a valid appeal point and will refer it to the Panel.  
Appeal point 1(a)2: NICE's handling of the appraisal process relating to a Chair's offer and subsequent fourth Appraisal Committee Meeting was unfair 
In my letter of initial scrutiny dated 14 February 2025 ("Initial Scrutiny Letter"), I considered this appeal point in three parts. I replicate the same structure here, and have adopted the numbering 1(a)2.1, 1(a)2.2 and 1(a)2.3 for ease of reference. 
1(a)2.1 – That it was procedurally unfair for the committee to decide to hold a fourth committee meeting instead of publishing the FDG after the third committee meeting. 
In my Initial Scrutiny Letter, I explained that I would not usually anticipate that a decision to hold a further committee meeting could arguably be said to be unfair.  I requested clarification as to whether it was the Company's position that it relied on a clear statement from the Committee that it would not convene a fourth committee meeting and that the fourth committee meeting was subsequently convened without inviting any further input from the Company, on the bases that in those circumstances I could see how such a decision might be said to be procedurally unfair. 
You have helpfully provided extracts from the communications underpinning the Company's position that it relied on a clear statement from the Committee that it would not convene a fourth committee meeting, and that a fourth committee meeting was then subsequently convened without inviting any further input from the Company. I have considered your additional clarification, and the extracts that you have provided from correspondence between NICE and the Company. My understanding from that correspondence is, essentially, that NICE was explaining that if the Company confirmed that it was unable to amend its value proposition as outlined by the Committee, then the Committee planned to issue final draft guidance 'for appeal' (i.e. containing a negative recommendation).  In fact, the Company did propose an amended value proposition, albeit not in line with that outlined by the Committee.  Having received that amended value proposition, I do not consider it arguably procedurally unfair for the Committee to decide to exercise its discretion to hold a further committee meeting. 
Consequently, I am not minded to refer this appeal point to the Appeal Panel. 
1(a)2.2 – That it was procedurally unfair for the committee to change the fourth committee meeting from being a private committee meeting to being a public committee meeting. 
In my Initial Scrutiny Letter, I was minded to refer this appeal point to the Appeal Panel.
First, I do not consider it inherently procedurally unfair for the Committee to have changed the fourth committee meeting from being a private committee meeting to being a public committee meeting. It is within the Committee's discretion to do so. 
In this appraisal, however, (and as set out elsewhere in this letter) there was no Draft Guidance published between the third and fourth committee meeting to which the Company could respond and the Company's response to the EAG critique and updated analysis was not shared with the Committee. You have explained in your Response to Initial Scrutiny Letter that the decision to change from private to public meeting was conveyed to you by email on 5 September 2024 (ahead of the Committee meeting initially scheduled for 3 October 2024 and subsequently postponed until 5 December 2024). 
I consider it arguable that changing without explanation at short notice may have further impacted the Company's ability to prepare for the fourth committee meeting. 
It is only in light of those factors together, that I refer this appeal point to the Appeal Panel, as I consider it arguable that it was procedurally unfair for the fourth Committee meeting to have moved from a private to public committee meeting in the specific circumstances of this appraisal. 
1(a)2.3 – That it was unfair for NICE to have refused to share the company's response to the EAG critique and updated analysis with the Committee on the basis of there being insufficient time. 
In my Initial Scrutiny Letter, I explained that I was not minded to refer this appeal point to the Appeal Panel, but sought further clarification as to the timing of communication between NICE and the Company, in respect of the Committee's decision not to share the Company's response to the EAG critique and updated analysis with the Committee. 
Having considered the additional information provided, I am now persuaded that this is a valid appeal point.  Whilst the Committee may regulate its own procedure and it is important to recognise that technology appraisal processes cannot continue indefinitely, I have been shown a lengthy chain of correspondence that I consider should be considered by the Panel. 
I have also taken into account the difference in the Committee's approach between the third and fourth committee meetings, and between Draft Guidance 2 and the FDG. I note the changes in the Committee's approach between the third and fourth committee meetings and between Draft Guidance 2 and the FDG, and that the Company says it was not able to contribute in advance of those changes. 
Taking those factors into account, I will refer this appeal point to the Appeal Panel.
Appeal point 1(a)3: The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee meeting was unfair
I was not minded to refer this appeal point to the Appeal Panel at initial scrutiny.  Your Response to the Initial Scrutiny Letter states that issues unresolved at the third committee meeting remained unresolved at the fourth committee meeting. You say that the absence of further draft guidance between the committee meetings materially limited progress that could otherwise have been achieved at the fourth committee meeting.
I consider the potential impact of this to be significant given that the Company's response to the EAG critique and updated analysis were not shared with the Committee ahead of the fourth committee meeting. 
Although it is at the Committee's discretion whether or not to publish draft guidance, I am persuaded in light of your Response to the Initial Scrutiny Letter that given the outstanding unresolved issues between the third and fourth committee meetings, it is arguable that it was procedurally unfair for the Committee to have failed to produce draft guidance ahead of the fourth committee meeting where doing so may have resolved those outstanding issues ahead of the fourth committee meeting.
For that reason, I consider this to be a valid appeal point which I will refer to the Appeal Panel. 
Appeal point 1(a)4: The Appraisal Committee's approach to a number of points in this appraisal is inconsistent with the approach taken in the appraisal of zilucoplan for the same indication and thus unfair
As set out in my Initial Scrutiny Letter, I consider it premature to say at this stage that any conclusions reached by the Committee in relation to efgartigimod are arguably unfair on the basis of inconsistency with the committee evaluating zilucoplan, for the simple reasons that I understand the committee evaluating zilucoplan has not yet reached its conclusions. For the same reason I do not consider the Committee to be under a heightened duty to give reasons arising from inconsistency with the zilucoplan committee. 
In your Response to the Initial Scrutiny – you assert that there is "an overriding procedural point that it is unfair for two different appraisal committees considering appraisals for the same indication, treatment pathway and position in therapy to arrive at fundamentally different conclusions on key points that impact the ICER without adequate explanation" (emphasis added). 
I agree with this proposition, and the Manual provides that "the credibility of the guidance produced by NICE depends on the transparency of the committee's decision making process". 
Your own proposition (underlined above) in Response to the Initial Scrutiny relies on the decision being  unreasonable where the Committee has failed to give adequate explanations for its differing approach. I have considered, separately from the zilucoplan appraisal, whether the FDG gives adequate reasons for its approach on points also considered by the zilucoplan committee. 
I consider that paragraph 3.15 of the FDG in particular gives adequate explanation of the Committee's reasons for preferring the EAG's approach of removing plasma exchange in its decision making entirely separately of zilucoplan (a point which the Company considers to be an example of unreasonable divergence between the approach taken in the efgartigimod and zilucoplan appraisals). 
Although I agree that there may arguably be a higher onus on committees to give reasons for decisions where there are two appraisal committees appraising technologies for the same indication at a similar time, I consider that the Committee in the efgartigimod appraisal has done so in the FDG.
I am not therefore referring this appeal point to the Appeal Panel.
I explained in my Initial Scrutiny Letter that it was open to the Company to argue that the Committee's conclusions in this case are unreasonable. Your Response to the Initial Scrutiny does not advance any further argument of unreasonableness per se under this appeal point, although I note that five separate ground 2 points will be put to the Appeal Panel. 
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.1: The Appraisal Committee's conclusion that efgartigimod is only an additional treatment in the existing pathway is unreasonable
I will refer this appeal point to the Appeal Panel for the reasons explained in my Initial Scrutiny Letter. 
Appeal point 2.2: The Appraisal Committee's conclusion that plasma exchange should be excluded from modelling of the treatment pathway despite being an established part of usual treatment is unreasonable 
I will refer this appeal point to the Appeal Panel for the reasons explained in my Initial Scrutiny Letter. 
Appeal point 2.3: The Appraisal Committee's conclusion to disconnect the source of assumptions for efficacy and dosing and use separate sources is unreasonable
In assessing whether this is an arguable appeal point, I have considered the fact that the Committee's decision to disconnect the source of assumptions for efficacy and dosing was reached between the publication of Draft Guidance 2 and the Final Draft Guidance. I have taken into account the fact that, during this period, (1) the Company's response to the EAG critique and updated analysis was not shared with the Committee and (2) no further draft guidance was published for consultation following the third committee meeting. 
I consider this to be an arguable appeal point, on the basis that the Committee's decision is arguably unreasonable, particularly if (as contended by the Company) the Committee insufficiently considered the impact of disconnecting the sources of assumption on the ICER, and whether it was reasonable to do so. 
Appeal point 2.4: The Appraisal Committee's conclusion to disregard data provided on time on treatment for maintenance IVIg and instead apply the time on treatment of efgartigimod to maintenance IVIg without any explanation or supporting evidence is unreasonable
I understand the Company's position to be that there is inconsistency between the Committee's conclusions at paragraphs 3.8 and 3.12 of the FDG. At paragraph 3.8 of the FDG, the Committee notes that clinical and patient experts considered the company's analysis including censoring to be implausible. Paragraph 3.12 states that the clinical experts explained that in clinical practice – they would not offer efgartigimod to people with an MG-ADL score below 5. The Committee further concluded in paragraph 3.12 that the Company's modelled health states were generally appropriate for decision-making.  
I am persuaded that it is arguable that in light of the Committee's conclusion at paragraph 3.12 of the FDG, it was unreasonable for the Committee also to conclude at paragraph 3.8 that clinical and patient experts considered the company's analysis including censoring to be implausible. 
I consider the point as clarified in your Response to the Initial Scrutiny Letter to be narrower than that  initially pleaded in the Appeal Letter, and consequently will refer the following appeal point to the appeal panel: 
New Appeal Point 2.4 "It is unreasonable in light of the Committee's conclusion at paragraph 3.12 of the FDG, for the Committee also to conclude at paragraph 3.8 that clinical and patient experts considered the company's analysis including censoring to be implausible" 
Appeal point 2.5: "The Appraisal Committee's conclusion on IVIg response rate in patients who discontinue efgartigimod is unreasonable in light of the published literature and expert elicitation evidence submitted". 
I remain minded to refer this appeal point to the Appeal Panel for the reasons explained in my Initial Scrutiny Letter. 
Conclusion
Therefore the valid appeal points are:
· Appeal point 1(a)1: It was procedurally unfair to have introduced a change of approach in the FDG as to how the Appraisal Committee considers efgartigimod in the treatment pathway at a very late stage without any explanation or opportunity to respond

· Appeal point 1(a)2.2: That it was procedurally unfair for the committee to change the fourth committee meeting from being a private committee meeting to being a public committee meeting. [original appeal point 1(a)2]

· Appeal point 1(a)2.3: That it was unfair for NICE to have refused to share the company's response to the EAG critique and updated analysis with the Committee on the basis of there being insufficient time. [original appeal point 1(a)2]

· Appeal point 1(a)3: The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee meeting was unfair

· Appeal point 2.1: The Appraisal Committee's conclusion that efgartigimod is only an additional treatment in the existing pathway is unreasonable.  

· Appeal point 2.2: The Appraisal Committee's conclusion that plasma exchange should be excluded from modelling of the treatment pathway despite being an established part of usual treatment is unreasonable 

· Appeal point 2.3: The Appraisal Committee's conclusion to disconnect the source of assumptions for efficacy and dosing and use separate sources is unreasonable

· Appeal Point 2.4 It is unreasonable in light of the Committee's conclusion at paragraph 3.12 of the FDG, for the Committee also to conclude at paragraph 3.8 that clinical and patient experts considered the company's analysis including censoring to be implausible 

· Appeal point 2.5: The Appraisal Committee's conclusion on IVIg response rate in patients who discontinue efgartigimod is unreasonable in light of the published literature and expert elicitation evidence submitted. 
NICE will be in contact with you regarding the administration of the appeal, which will be held orally. 
Thank you for your comments and engagement in the appeals process. 

Yours sincerely
XXXXXXXX
Sharmila Nebhrajani OBE
Chairman
National Institute for Health and Care Excellence
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