





28 February 2025

Sharmila Nebhrajani OBE
Lead Non-executive Director for Appeals 
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

Dear Ms Nebhrajani,
Appeal against the Final Draft Guidance for efgartigimod for treating generalised myasthenia gravis [ID4003]

Thank you for your letter dated 14 February 2025 providing your initial views on the admissibility of the points of appeal raised in argenx’s appeal letter dated 7 February 2025.

We welcome your recognition that a number of our appeal points should be referred on for consideration by the Appeal Panel. Where you have not done so or have requested confirmation or clarification, we have set out our responses below.

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.
We understand that you are not currently minded to refer this appeal point to the Appeal Panel. 
In response to your comments, we would like to clarify the relationship between the indication of efgartigimod and the position of efgartigimod in the clinical treatment pathway.
The indication of efgartigimod considered by the Committee is the regulatory approved marketing authorisation indication as "an add-on to standard therapy for the treatment of adult patients with generalised Myasthenia Gravis ("gMG") who are anti-acetylcholine receptor (AChR) antibody positive", which remained consistent throughout the process as reflected in the First, Second and Final Draft Guidance.
As stated in Section 3.3 of the Final Draft Guidance, “The committee noted that the marketing authorisation indication for efgartigimod positions it at any point after standard treatment has started”. Standard treatment options include surgery, acetylcholinesterase inhibitors, immunosuppressants, IVIg and/or plasma exchange. In clinical practice, the position of efgartigimod in the treatment pathway is as an alternative to IVIg or plasma exchange, as has been shown in the evidence submitted in the appraisal and in how the treatment pathways have been captured in the company’s model.  This is also reflected in the defined target population, which is patients with an MG-ADL score of 5 or more and who cannot tolerate or are ineligible for standard treatment or in whom standard treatment has failed, where standard treatment is defined as a maximal dose of corticosteroids and at least two additional treatments such as non-steroidal immunosuppressants and rituximab.
The change in approach by the Committee at issue is not to the indication stated in the Final Draft Guidance but rather the Committee has changed position from accepting efgartigimod as an additional or replacement treatment (i.e. for use instead of IVIg/plasma exchange) in the clinical treatment pathway to instead concluding that efgartigimod is only an additional treatment in the clinical treatment pathway (i.e. only for use before or after IVIg/plasma exchange). 
We disagree that there is no suggestion in the Final Draft Guidance that the committee did change its view in relation to the positioning of efgartigimod in the clinical treatment pathway. This change is clear from the amendments to the last paragraph in Section 1.2 between the Second Draft Guidance and the Final Draft Guidance. The last paragraph in Section 1.2 of the Final Draft Guidance states that “The economic model does not accurately capture how efgartigimod would be used in the NHS; this is, as an additional treatment in the treatment pathway... This is because while the company’s model suggests there is a modest gain in quality-adjusted life years, this is at a substantial additional cost, since efgartigimod is an additional treatment in the treatment pathway. So, efgartigimod is not recommended.”  This is further confirmed by the Committee’s conclusion that use of efgartigimod would be at a “substantial additional cost”, which would only be the case if efgartigimod is positioned as an additional treatment and would not be the case if efgartigimod is also positioned as a replacement or alternative treatment (as the cost of efgartigimod is comparable to the cost of the IVIg treatment it would replace).
This contrasts with the wording found in the last paragraph of Section 1.2 of the Second Draft Guidance, which did not include any reference to efgartigimod as an additional treatment in the treatment pathway. 
The Committee’s clear change in approach was also expressly confirmed to argenx orally in a call between NICE and argenx on 12 December 2024 following ACM 4, in which NICE stated that efgartigimod was now being considered only as an add-on to the existing pathway with no displacement of IVIg or plasma exchange. During the call NICE’s Associate Director illustrated this change in a worked example of the ICER calculation.  
The committee did not provide its calculated ICERs or workings in the Final Draft Guidance and simply stated in Section 3.28 that “the cost-effectiveness estimates were highly likely to be substantially above the top end of the range that NICE considers a cost-effective use of NHS resources”. The company specifically requested (by email on 10 December 2024 and again on 11 December 2024) the full details of the Committee’s assumptions and how that had been modelled with the resultant ICER, but NICE did not provide this information in response. 
This change in approach by the Committee is absolutely fundamental to the appraisal and has a very material impact on the ICER. It takes the product from being a cost-effective intervention when replacing existing treatments to an ICER over 300k when the product is regarded simply an add on to the pathway, with a price expectation of less than 15% of current escalation therapies (i.e., IVIg), which clearly shows that this approach is not appropriate.
Thus, argenx maintains that it was procedurally unfair for the Committee to have introduced this change in approach at such a late stage without providing an opportunity for it to be discussed at ACM4 or otherwise.
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.
(1) Thank you for confirming that you are provisionally minded to refer the appeal point  “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” to the Appeal Panel, subject to your request for clarification. 
We confirm that you have understood the company’s position correctly that it relied on a clear statement from the Committee that it would not convene a fourth committee meeting, and that a fourth committee was then subsequently convened without inviting any further input from the Company.  
The clear statement from the Committee to the Company was made in email form as follows:
Email from NICE to argenx on 18 July 2024: “We plan on releasing final draft guidance for appeal in August or September. If the value proposition is amended in line with the chair's consideration above then we anticipate that this would be a positive, optimised, recommendation as previously discussed in committee meetings. If the company does not accept the committee's conclusions or unwilling to amend its value proposition as outlined above, final draft guidance will be issued."
The company understood from this, in particular the wording “final draft guidance will be issued”, that the only step open following the Chair’s offers was publication of the Final Draft Guidance.
The next email from NICE to argenx on 2 August 2024 then stated "Therefore, with the ambition to bring this appraisal to the close, we will be holding a final appraisal committee to consider the response for new analyses and proceed to issue final draft guidance.
The next steps are:
· A private appraisal committee meeting to discuss the company’s response the committee’s request to new evidence and the external assessment groups.
· The timelines for this remain TBC – We will share rough timelines in due course (probably an update at the end of August).
· After this, final draft guidance will be released for appeal. 

We will not be sharing your most recent letter (dated 24 July) with the appraisal committee. Instead, we will supply the company’s response to committee’s request for more information, and the EAG’s critique.”

Contrary to the above, on 5 September 2024, argenx then received an email from NICE stating that the committee meeting scheduled for 3 October 2024 would be held in public.  In response on 9 September 2024 argenx asked for clarification as to which documents would be sent to the Committee for consideration. NICE replied on 11 September 2024 that ACM 4 would take place on 3 October (which was then further delayed to 5 December) and confirmed it would be a public meeting. 

(2) Thank you for confirming that you are minded to refer the appeal point “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.” to the Appeal Panel. 
(3) We understand that you are not currently minded to refer the appeal point “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” to the Appeal Panel.
argenx maintains 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 with the reason given by NICE being that there was insufficient time for the EAG to review it.  
While the company appreciates that the Committee may regulate its own procedure in accordance with the Manual, this discretion should not extend to disregarding the company’s submitted response on the grounds of insufficient time where such lack of time was due to NICE’s delay and not providing the EAG critique sufficiently in advance to enable the company’s response to be considered.  
The company’s submitted response included a proposed scenario with IVIg and plasma exchange used equally in both arms, which is the Committee’s preference as stated in the Final Draft Guidance.  Failing to share the company’s response meant that the discussion in ACM 4 did not include consideration of this scenario, despite it being the Committee’s preference, which constrained the discussion. Had the company’s submitted response been considered, the company strongly believes that the discussion in ACM 4 could have led to a different outcome to the appraisal.  
In relation to the further information requested, the Committee did not give any indication in advance of the company receiving the EAG’s further critique that any response from the company would not be considered. This was only communicated ten days after the company received the EAG’s further critique. We have set out a timeline below:
· 15 August 2024: argenx provided an updated base case to NICE with a two page document containing no new information and only context on the PAS discount and the resulting ICER, as NICE had expressly stated in emails to argenx dated 8 and 13 August that no new analysis or commentary could be submitted with the updated base case. 
· 11 September 2024: NICE informed argenx by email (in response to a request from argenx as to which documents would be sent to the Committee for consideration on learning that NICE had changed the committee meeting scheduled for 3 October from a private to a public meeting) that a further critique of the company’s updated base case had been requested from the EAG.  NICE did not indicate at this stage that any response from the company to the EAG’s further critique would not be considered.
· 5 November 2024: Following the postponement of the Committee Meeting from 3 October 2024 to 5 December 2024, the EAG’s critique was provided by NICE to the company and the company began preparing a response. 
· 14 November 2024: A meeting took place between a member of NICE’s technical team and argenx in which argenx noted that it was finalising its response to the EAG’s further critique.
· 15 November 2024: argenx received an email from the NICE technical team adviser referring to the previous day’s meeting:
“The company discussed submitting further evidence. I have checked with the External Assessment Group (EAG) and they have confirmed that they do not have capacity to critique further evidence before the committee meeting – we therefore will not be accepting further evidence submissions from the company at this time.”
· 20 November 2024: Having already prepared the response to the EAG’s further critique and an updated analysis, the company sent it to NICE by email, which included:
· an updated base case analysis with IVIg and plasma exchange applied equally in both arms addressing the Appraisal Committee’s preferred position, which showed improved cost effectiveness, positioning fgartigimod as a cost-effective option under the offered PAS; and 
· expert elicitation evidence on the three key areas of alleged uncertainty, being (a) treatment options considered in clinical practice for gMG patient that are refractory to all available treatment options including maintenance IVIg; (b) treatment options considered for gMG patients with an MG-ADL score ≤ 5; and (c) typical treatment regimen for gMG patients who are receiving maintenance treatment with plasma exchange.
· 28 November 2024: A call took place between NICE and argenx in which argenx raised again that it had been given no opportunity to comment on the EAG’s further critique or provide additional analysis. 
· 3 December 2024: argenx received an email from NICE which stated that NICE could not accept the additional documents provided by argenx, that the EAG did not have any capacity to critique the new information and confirmed that argenx’s response would not be provided to the Committee for consideration in ACM 4.
· 5 December 2024: ACM 4 took place.
Had the EAG’s further critique been provided in time for the originally scheduled meeting date of 3 October 2024 or at least earlier than only four weeks before the public meeting, then a lack of time for the EAG to consider the company’s response should not have been an issue.
For these reasons, 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.  Failure to do so meant that the Committee was unable to take account of relevant matters, which risks an irrational and therefore unreasonable conclusion.
Appeal point 1(a).3: The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee meeting was unfair.
We understand that you are not currently minded to refer this appeal point to the Appeal Panel.
We agree that the two previous iterations of draft guidance afforded stakeholders the opportunity to make intelligent representations in the earlier stages of the evaluation process. However, we disagree with that this “allowed the committee meaningfully to take into account stakeholders’ input at various points throughout the evaluation process” (emphasis added). No such fair opportunity was afforded to the company or other stakeholders in the later stages of the evaluation process following ACM 3. 
As explained in our appeal letter, the company’s requests to be able to provide additional input were rejected by NICE and NICE instructed the company not to provide any additional analysis and evidence prior to ACM 4. The company also raised this with NICE’s senior management at the time to no avail.
The company was only allowed to provide a limited two page document containing contextual information on its PAS and corresponding ICER in August 2024 without knowing that an ACM 4 would take place.  The lack of draft guidance prior to ACM 4, compounded by the points made in appeal point 1(a)2 relating to the change from publication of the FDG to a closed committee meeting to a full committee meeting that was then postponed and lack of rationale provided for these changes, meant that the company was not able to provide meaningful input in advance of ACM 4.   As a result, the same issues that were discussed at ACM 3 and were unresolved following ACM 3 remained unresolved in ACM 4, so materially limiting the progress that could otherwise have been made at ACM 4.
The fact that NICE decided to convene an ACM 4 after the Chair’s offer rather than publish the FDG clearly demonstrates that draft guidance was indeed needed as per paragraph 5.8.1 of the Manual. 
For these reasons, the company maintains that the failure to provide draft guidance for consultation prior to ACM 4 was procedurally unfair.
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.  
We understand that you are not currently minded to refer this appeal point to the Appeal Panel. 
argenx appreciates that the appraisal committee evaluating zilucoplan has not yet produced the Final Draft Guidance.  However, this appraisal is well developed and has progressed beyond ACM 3, and key aspects of the appraisal are unlikely to change materially. For example, Committee B has included and accepted plasma exchange as part of established clinical management based entirely on argenx’s EAMS data throughout the zilucoplan appraisal and it is highly unlikely that this position will change in the Final Draft Guidance for zilucoplan.
Given the timings of argenx’s appeal and that of the zilucoplan appraisal, it is critical that this appeal point is considered now as part of this appeal. If Committee B continues to take its current position in the zilucoplan appraisal this will result in a significantly different approach in argenx’s appraisal on key points that impact the ICER at Final Draft Guidance, without adequate reasons having been provided, at which point argenx will be unable to challenge that approach.  This would on its face be contrary to the principle of regulatory consistency and therefore unreasonable. The fact that Committee B has to date taken a different approach is a relevant consideration, irrespective of when the Final Draft Guidance is published, and its relevance is a matter on which the company should have had the opportunity to make – and the Committee to consider – representations.
argenx has already argued in Ground 2.1 that the committee’s conclusions are unreasonable on their own account. There is, however, 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. Consistency of approach across committees and adequate reasoning where the approach differs is critical to a transparent and fair process, as reflected in Section 6.1.8 of NICE’s Manual which states: “The credibility of the guidance produced by NICE depends on the transparency of the committee’s decision-making process”.
argenx therefore maintains that this point needs to be considered as part of this appeal.

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 treatment pathway is unreasonable.
Thank you for confirming that you are minded to refer this appeal point to the Appeal Panel. 
We confirm that the target population has been agreed-upon since ACM 2 and not amended since. Page 8 of the Second Draft Guidance, issued in December 2023, states “The committee concluded that the company’s target population description broadly described the most suitable population to have add-on treatment with efgartigimod…”
As stated in appeal point 1(a).1 above, in relation to the impact on the ICER of treating efgartigimod as an additional treatment in the existing treatment pathway rather as an alternative, it takes the product from being a cost-effective intervention when replacing existing treatments to an ICER over 300k when the product is regarded simply an add on to the pathway, with a price expectation of less than 15% of current escalation therapies (i.e., IVIg), which clearly shows that this approach 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.
Thank you for confirming that you are minded to refer this appeal point to the Appeal Panel. We confirm your understanding of argenx’s position.
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.
Thank you for confirming that you are provisionally minded to refer this appeal point to the Appeal Panel. 
The company considers that the only reasonable course for the Committee to take was to base dosing and efficacy on the same data source, and not to disconnect these sources.  The reason for this is that, scientifically, clinical efficacy outcomes are directly related to the dosing schedule and so both need to be taken from the same source.  Taking efficacy from the ADAPT trial data and then the different, higher dosing data from EAMS inflates costs relative to efficacy and so results an inaccurate ICER that underestimates cost effectiveness.  
ADAPT/ADAPT+ are randomised clinical trials with larger patient sample sizes and longer follow-up, which under NICE’s methods is considered the more robust basis on which to base the modelling.  The baseline characteristics of ADAPT and EAMS were discussed in the Second Draft Guidance and during ACM 3 and the Committee agreed that ADAPT should form the basis for decision making across a range of different variables; the issue of using EAMS data for usage was only first raised a few days before ACM 4 and so the impact of disconnecting the sources of data for dosing and efficacy was not examined and understood adequately.
The consequent impact of disconnecting the sources of the dosing and efficacy data in this way is a material increase in the ICER. 
For the reasons above, the Committee's conclusion to disconnect the source of assumptions for efficacy and dosing and use separate sources is unreasonable.
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.  
We understand that presently you are not minded to refer this appeal point to the Appeal Panel.
The explanation given in your letter for this position includes as the second reason that “the analysis produced by the Company for the fourth Committee meeting which extrapolated time on treatment for IVIg from the efgartigimod data resulted in a time on treatment for IVIg that was significantly longer than for efgartigimod. This analysis necessarily relied on censoring the people who stopped with an MG-ADL score less than 5 – which was (a) considered by clinical and patient experts to be implausible; and (b) had a high impact on the ICER.”  Point (a) is based on the statement at paragraph 3.8 of the Final Draft Guidance that the Committee considered that the statements from the clinical and patient experts also suggested that the Company's analysis including censoring was “implausible”.

This statement in the FDG is inaccurate and incorrect.  Statements from clinical and patient experts did not suggest that the Company’s analysis, including censoring, was implausible. On the contrary, both the clinical expert input from five clinicians in the Delphi panel/expert elicitation provided by the company and the input from clinicians and patients during the appraisal meetings supported that patients with an MG-ADL ≤5 would be maintained on established clinical management alone until MG-ADL shows deterioration (>5) requiring add-on treatment. This is reflected in Section 3.12 of the Final Draft Guidance which states “The clinical experts explained that in clinical practice they would not offer efgartigimod to people with an MG-ADL score below 5 and would stop treatment if a person’s MG-ADL score falls below 5.” The EAG also said that censoring was reasonable but required further clinical input.  
There is therefore no reasonable basis for the Committee’s conclusion at paragraph 3.8 of the FDG that the Company's analysis including censoring was “implausible”. Consequently, the Committee’s conclusion cannot be reasonably justified from the evidence provided.
argenx therefore disagrees with your conclusions that (i) “the Committee has adequately explained its reasoning in reaching this conclusion in the FDG”; and (ii) “it was not arguably unreasonable for the Committee to disregard data provided on time on treatment for maintenance IVIg”. 
For this reason the company maintains that this is a valid appeal point. 
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.
Thank you for confirming that you are minded to refer this appeal point to the Appeal Panel. We confirm your understanding of argenx’s position.
We hope that the above addresses the further clarifications raised in your initial scrutiny letter and provides sufficient information for you to be able to refer all of argenx’s appeal points on to the Appeal Panel.  Please let us know if any further information would be helpful.

Yours sincerely,

xxxxxxxxxxxxxxxx

xxxxxxxxxxxxxxx
General Manager, argenx UK & Ireland
argenx UK Limited
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