



7 February 2025

Dr Mark Chakravarty
Lead Non-executive Director for Appeals 
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

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Appeal against the Final Draft Guidance for efgartigimod for treating generalised myasthenia gravis [ID4003]

Executive Summary
The legal and technical robustness of this appraisal decision for efgartigimod (ID4003) has been undermined by significant procedural unfairness, resulting in argenx UK Limited (“argenx” or the “company”) not having a fair opportunity to make intelligent representations on matters relevant to the Final Draft Guidance (“FDG”).  
In particular, (i) the Appraisal Committee’s late and unreasoned change from considering efgartigimod as a potential alternative to maintenance IVIg/plasma exchange to considering efgartigimod as only additive to the existing treatment pathway, as well as (ii) NICE’s handling of the Chair’s offer process and scheduling of a further Appraisal Committee Meeting (“ACM”) following the Chair’s offer without the company being able to make full representations in advance of the ACM, and (iii) significant inconsistencies with the approach taken in the current appraisal of zilucoplan in the same indication, are procedurally unfair.  As a result or otherwise, the Appraisal Committee has reached unreasonable conclusions based on the evidence submitted in relation to a number of key assumptions that adversely impact the ICER and render the FDG unreasonable.
argenx remains fully committed to working with NICE to achieve a robust appraisal outcome, which it is confident will result in access to efgartigimod for eligible patients. For this to be possible, the points raised below need to be addressed through a fair process. argenx brings this appeal against the FDG on the following grounds:
Ground 1(a): NICE has failed to act fairly	
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.
2. NICE’s handling of the appraisal process relating to a Chair’s offer and subsequent fourth Appraisal Committee Meeting was unfair.
3. The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee meeting was unfair.
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.
Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
1. The Appraisal Committee's conclusion that efgartigimod is only an additional treatment in the existing treatment pathway is unreasonable.
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.
3. The Appraisal Committee’s conclusion to disconnect the source of assumptions for efficacy and dosing and use separate sources is unreasonable.
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.
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. 
Introduction 
Brief information on the condition, generalised myasthenia gravis (“gMG”), and the technology, efgartigimod, is provided below to assist the Appeal Panel.  Please also refer to the more detailed information provided by the company in its appraisal submissions.
Generalised Myasthenia Gravis
Myasthenia gravis is a long-term autoimmune condition that causes certain muscles to become weak and tire easily. It is caused by the immune system mistakenly producing autoimmune antibodies that block the chemical signals between nerves and muscles, meaning that muscles are unable to tighten (contract). The muscles around the eyes are commonly affected first, which causes drooping of the eyelid and double vision. Muscles controlling facial expression, chewing, swallowing, speaking and, less commonly, breathing and neck and limb movements can also be affected. When muscle groups other than the eye muscles are affected, the condition is known as generalised myasthenia gravis, gMG. In severe cases, muscle weakness causes life-threatening difficulties with breathing, known as myasthenic crisis. 
Myasthenia gravis affects about 15 in every 100,000 people in the UK. It can develop at any age, but most commonly affects women under 40 and men over 60. Around 80% of people with myasthenia gravis will progress to gMG within 2 years. Most people with gMG have anti-acetylcholine receptor (AChR) antibodies.
Treatment for gMG includes anticholinesterases, corticosteroids, non-steroidal immunosuppressants and/or surgery to remove the thymus gland. Myasthenic crisis is treated in hospital with intravenous infusions of antibodies (immunoglobulins) (referred to as “IVIg” below), or by processing plasma from the blood to reduce the number of autoimmune abnormal antibodies (known as plasmapheresis or plasma exchange, and also referred to as “PLEX”).
This appraisal focuses on refractory gMG which refers to patients who are either intolerant, ineligible or have failed to respond adequately to conventional treatments or experience frequent relapses despite optimised therapy. A proportion (approximately 50% based on EAMS published data) of these patients in the target population are managed with long term maintenance use of IVIg or plasma exchange due to an absence of other treatment options in current clinical practice and could instead be treated with efgartigimod.
Efgartigimod
Efgartigimod (Vyvgart) is a human antibody fragment with increased affinity to the protein, FcRn. It binds to FcRn, allowing circulating immunoglobulin antibodies to be broken down and removed from the body much more quickly. Efgartigimod is indicated as an add-on to standard therapy for the treatment of adult patients with gMG who are anti-acetylcholine receptor (AChR) antibody positive and is administered intravenously or by subcutaneous injection.
As part of the appraisal, the company has provided evidence to NICE from many sources, including the ADAPT clinical trial (referred to as “ADAPT” below) and real world evidence gathered through making the product available via the Early Access to Medicines Scheme (referred to as “EAMS” below).  
Appraisal Procedure Overview

	24 November 2021
	Topic selected by NICE

	30 November 2022
	Final Scope

	14 February 2023
	argenx submission to NICE

	14 March 2023
	Great Britain marketing authorisation granted

	10 August 2023
	First Appraisal Committee Meeting (“ACM 1”)

	1 September 2023
	Draft Guidance 1 issued for consultation

	16 November 2023
	Second Appraisal Committee Meeting (“ACM 2”)

	12 December 2023
	Draft Guidance 2 issued for consultation

	9 May 2024
	Third Appraisal Committee Meeting (“ACM 3”) 

	18 July 2024
	Chair’s offer

	5 December 2024 
	Fourth Appraisal Committee Meeting (“ACM 4”) 

	17 January 2025
	Final Draft Guidance issued to consultees



Grounds of Appeal
argenx appeals against the Final Draft Guidance on the following grounds: 
Ground 1a: NICE has failed to act fairly 
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.

The Appraisal Committee made a fundamental change to how it considers efgartigimod in the treatment pathway – from being an alternative to maintenance IVIg and plasma exchange to being only additive to the existing treatment pathway including maintenance IVIg and plasma exchange – after the fourth Appraisal Committee Meeting.  This is procedurally unfair as it denied the company (and others) a fair (or, in this case, any) opportunity to make intelligent representations based on a proper understanding of the Appraisal Committee’s considerations. 

Section 1.2 of the FDG 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.  The most likely cost effectiveness estimates are substantially above what NICE considers an acceptable use of NHS resources. 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”. 

This is a fundamental misunderstanding of the role of efgartigimod in the treatment pathway and how this has been captured in the company’s model. It materially impacts the appraisal outcome, as it fails to recognise that the significant costs associated with escalation therapy (i.e. IVIg and plasma exchange) would be displaced by efgartigimod where used as an alternative to IVIg and plasma exchange, both of which have a scant evidence base when used as maintenance therapy and have not been subject to the rigours of a health technology assessment. The reasonableness of this conclusion is discussed in Ground 2.1 below and the lack of opportunity for the company to make representations in advance of ACM 4 discussed in Ground 1(a).3 below likely contributed to this outcome.

To draw such a conclusion in the FDG, which was not discussed during ACM 4 but only first communicated to the company in a call with NICE on 12 December 2024, after ACM 4, is not consistent with a fair and transparent process, including 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”.

The Appraisal Committee has not explained at all in the FDG (nor did NICE in the call) the basis for changing its approach on this fundamental point following ACM 4.  During the call in which NICE communicated this change in approach, the company responded immediately that such an approach is fundamentally flawed for the reasons outlined above and given in Ground 2.1.  NICE responded that no further discussion or representations were now possible prior to the publication of the FDG.  

The introduction of a such a material change at a very late stage in the appraisal process, without explanation or the ability for the company to make intelligent representations in response, is self-evidently unfair.
1(a).2	NICE’s handling of the appraisal process relating to a Chair’s offer and subsequent fourth Appraisal Committee Meeting was unfair.

NICE’s handling of the appraisal process relating to a Chair’s offer, which was predicated on the FDG being published following the company’s response to the Chair’s offer, and then subsequently instead deciding to hold a fourth ACM was procedurally unfair and denied the company a fair opportunity to respond and make intelligent representations based on a proper understanding of the process.

Following ACM 3, the Appraisal Committee requested further information on:

· Usage of IVIg in patients who discontinue treatment with efgartigimod; 
· Difference in time on treatment between efgartigimod and IVIg; and 
· Parameters related to IVIg use, efficacy and dosing.

In response, the company provided further analysis and a fully executable model on 13 June 2024. The EAG critiqued the company’s response and agreed with the company’s position on a number of key points that impact the ICER, including in relation to the censoring of patients with MG-ADL<5 score and noted that in the critical area of IVIg use in patients who discontinue efgartigimod further clinical opinion was needed. 

NICE then communicated a Chair’s offer to the company on 18 July 2024, which stated that the FDG would be released following the company’s response, due by 1 August 2024. The Chair’s offer was based on the most conservative of the 12 scenarios provided by the EAG and was significantly more conservative than the EAG’s base case.

The company provided its response to the Chair’s offer with the understanding that there would be no further opportunity to respond and that the FDG would then be published; at no point was the company informed that its response would or might later go forward for EAG scrutiny.

The company disagreed with the Chair’s position and was unable to accept the Chair’s offer as it deviated significantly from the published evidence and clinician testimony in the appraisal, did not align to UK clinical practice, as well as being commercially unviable. The company proposed an alternative offer based on one of the EAG’s modelled scenarios that the company considered as more representative of the evidence submitted, taking into account the Appraisal Committee’s preferred assumptions. The company was instructed by NICE not to provide any additional analysis or commentary as it would not be sent on to the Appraisal Committee. 

NICE rejected the company’s response offer and, rather than issuing an FDG as previously communicated, instead informed the company that a fourth ACM would be scheduled. 

The company’s response to the Chair’s offer was provided on the understanding that, and in reliance on NICE’s stated position that, the next step would be publication of the FDG, i.e. there would not be a further ACM.  Had the company been aware that its position would or might be later shared with the EAG and form the basis for ACM 4, the company would not have taken the same position on several key assumptions in its response to the Chair’s offer.

It also means that the company has already proposed a materially higher patient access scheme than is supported based on the company’s modelled range of ICERs.

NICE initially communicated to the company that ACM 4 would be a private Appraisal Committee meeting (so without company or clinical expert stakeholder involvement) and that a limited set of information would be provided to the Appraisal Committee, including the company’s response to the Appraisal Committee’s request for information after ACM 3 and the EAG’s critique, but not the company’s letter responding to the Chair’s offer.  The company was told by NICE that it could provide no more than an update on its response offer (i.e., no more than a PAS and corresponding ICER) submitted to the Chair to the Appraisal Committee in advance of ACM 4, but after the company pushed back, NICE agreed that the company could provide a minimal amount of contextual information (two pages) alongside. The company sent an updated proposal for the Appraisal Committee on 15 August 2024.  There was no new evidence or data contained within this updated proposal, only an updated PAS and ICER with contextual, supporting rationale.

Without explanation, NICE then changed ACM 4 to a public meeting and confirmed that the documents described above would be shared with the Appraisal Committee as well as a further critique of the company’s new updated base case which had been requested from the EAG. After a significant delay, the company was informed that the date for ACM 4 would be 3 October 2024, and that the EAG critique would be finalised and shared in early September.

On 19 September, NICE communicated to the company that it was “not able to proceed with the planned committee discussion on 3 October for this topic. This is for operational reasons including, unfortunately, unexpected health related issues for both the committee chair and vice-chair”. While the Committee D meeting scheduled for 3 October 2024 was not cancelled, and indeed went ahead with two other appraisals on the day, NICE delayed the inclusion of the efgartigimod ACM 4 to 5 December 2024.  

The EAG’s critique was also delayed, without explanation, and was provided to the company on 5 November, two months later than indicated.  The company reviewed the EAG’s comments on receipt and responded to NICE, including evidence on the three key areas of alleged uncertainty, being (i) treatment options considered in clinical practice for gMG patient that are refractory to all available treatment options including maintenance IVIg; (ii) treatment options considered for gMG patients with an MG-ADL score ≤ 5; and (iii) typical treatment regimen for gMG patients who are receiving maintenance treatment with plasma exchange.  The company also provided the results of 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 efgartigimod as a cost-effective option under the offered PAS. However, NICE responded that neither the company’s comments on the EAG critique, nor the updated analysis, would be provided to the Appraisal Committee for consideration in ACM 4, as there was insufficient time.  

This decision to disregard the company’s responses prior to ACM 4 – despite the given reason of lack of time for the Appraisal Committee to review these in advance of ACM 4 being caused by NICE’s delays – resulted in the Appraisal Committee overlooking or misinterpreting essential information as well as not being able to consider the company’s efforts to address and resolve the outstanding issues at ACM 4. As an example, the Appraisal Committee slides for ACM 4 specifically criticise the company for not enough detail on plasma exchange inclusion however the company was explicitly asked not to provide this level of information. This is also relevant in Ground 2.2 below.

The chaotic process between ACM 3 and ACM 4 resulted in a process that lacked transparency and appropriate engagement.  In this respect, it was procedurally unfair and inconsistent with 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”. 

Further, it exacerbated the risk of an irrational and unreasonable outcome, which is what has then followed. 


1(a).3	The failure to provide draft guidance for consultation prior to the fourth Appraisal Committee Meeting was unfair.

Flowing from the procedural unfairness set out in Ground 1(a).2, NICE’s failure to provide draft guidance for consultation prior to ACM 4 is unfair and denied the company and all stakeholders a reasonable opportunity to make intelligent representations on the Appraisal Committee’s position in advance of ACM 4.

On making the decision to schedule a fourth ACM, the Appraisal Committee should have provided both the company and other stakeholders with the opportunity to fully understand and comment on the Appraisal Committee’s position by way of updated draft guidance for consultation ahead of ACM 4.  

While the company acknowledges that NICE’s Manual does not expressly provide that consultation must be provided at this stage, doing so would have allowed a fair and transparent process going into ACM 4, including enabling the company to amend its approach based on the Appraisal Committee’s preferred assumptions, particularly given the points made in Ground 1a(2) above.  As a specific example, new issues in relation to clinical efficacy and dosing data, which had been addressed and accepted by the Appraisal Committee at ACM 2 were reopened in ACM 4 (see Ground 2.4 below); these could have been addressed by the company in advance of ACM 4 had consultation on updated draft guidance taken place.  

The fact that NICE scheduled a fourth ACM, rather than publishing the FDG after the Chair’s offer, also illustrates that material points remained unresolved following ACM 3; the company raised this concern with the NICE team, including with NICE senior management during a call on 28 November 2024, but it was not addressed. Furthermore, while there were exchanges between the company and NICE following ACM 3 as described in Ground 2.2 above, in reality these were extremely restrictive, with limited opportunities for any new information or modelling approaches.  This did not constitute adequate consultation or reflect the totality of the approach that the company would have taken had consultation on draft guidance occurred, nor did it allow other stakeholders any opportunity to comment prior to ACM 4.  For example, had draft guidance been published, the company would have had the opportunity to obtain expert elicitation as indicated in the EAG’s comments to reduce the uncertainty identified and would have been aware of and able to present additional evidence to support the use of ADAPT trial data for dosing which is raised in Ground 2.4. 

The absence of draft guidance and consultation prior to ACM 4 resulted in a lack of transparency in the Appraisal Committee’s decision-making, that again is inconsistent with the statement  “The credibility of the guidance produced by NICE depends on the transparency of the committee’s decision-making process” in Section 6.1.8 of NICE’s Manual.

It denied the company and all stakeholders a fair opportunity to make intelligent representations in advance of ACM 4, directly impacting the course of discussions on outstanding key issues at ACM 4, and was procedurally unfair. 


1(a).4	The Appraisal Committee’s approach to a number of points in this appraisal is inconsistent with the approach followed in the appraisal of zilucoplan for the same indication and thus unfair.

This point is argued here on the grounds of unfair process but is also potentially relevant under Ground 2 as it links closely with Ground 2.1.

While the company appreciates that Appraisal Committee D is not bound to follow the same approach as in other appraisals and that each appraisal is evaluated on the evidence provided, principles of procedural fairness require NICE to maintain basic levels of consistency in its methodology. Section 6.2.27 of NICE’s Manual states that: 

“As far as possible, the committee will make sure that its decisions about what constitutes good value for money are consistently applied between evaluations”.  

Applicants also have a legitimate expectation that NICE will treat all applicants fairly and equally. Two different Appraisal Committees therefore should not arrive at very different conclusions on key points impacting the ICER in appraisals for the same indication, treatment pathway and position in therapy. To do so without providing adequate reasons is procedurally unfair. 

NICE is conducting an appraisal in the same indication (and target patient population) for zilucoplan for treating antibody positive gMG (ID4008) for which Committee Meeting 3 took place on 5 February 2025.  A different NICE Committee has been assigned to this appraisal and based on the draft guidance in that appraisal and the Committee Meeting 3 discussion has taken a markedly different approach to several aspects relevant to the modelling for efgartigimod, including:

· including plasma exchange in the model as a component of usual treatment is most reflective of NHS practice, which Appraisal Committee D in this appraisal for efgartigimod has excluded (see Ground 2.1 below);

· accepting plasma exchange as a relevant sequential treatment in the model in line with clinical practice, which Appraisal Committee D in this appraisal for efgartigimod has rejected (see Ground 2.1 below);

· accepting that zilucoplan is a direct alternative for IVIg / plasma exchange, displacing it in the pathway as opposed to simply being an addition to the pathway (see Ground 2.1 below), in contrast to Appraisal Committee D;

· accepting that the outcomes of the whole trial populations for zilucoplan studies can be generalised to the refractory gMG population in the NHS, which again is at odds with Appraisal Committee D’s position in Section 3.11 of the FDG for efgartigimod;

· applying a utility decrement to IVIg/plasma exchange due to the mode of administration, which has not been applied by Appraisal Committee D in this appraisal for efgartigimod.

[bookmark: _Hlk97737424]If the same approach to the considerations listed above had been taken by Appraisal Committee D in this appraisal, it would very likely have resulted in the Appraisal Committee calculating a significantly lower ICER that was within the acceptable ICER threshold.

The company appreciates that the zilucoplan appraisal is ongoing and that the end position may vary in some respects from the current position, but as that appraisal currently stands, the position taken by the two Appraisal Committees on material points is inconsistent and adequate reasons for this have not been provided.
[bookmark: _Hlk97737736]Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE

The recommendations in the Final Draft Guidance on the points below are unreasonable based on the evidence submitted.
2.1	The Appraisal Committee's conclusion that efgartigimod is only an additional treatment in the existing treatment pathway is unreasonable.

In Section 1.2 of the FDG, the Appraisal Committee concludes that efgartigimod is an additional treatment in the treatment pathway and that use of efgartigimod is therefore at “substantial additional cost”: “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”. 

The Appraisal Committee’s conclusion positions efgartigimod as for use as an additional treatment in the treatment pathway and does not recognise that efgartigimod is more likely to be used as an alternative to maintenance IVIg or plasma exchange in the target population, as supported by the EAMS data. This conclusion is a fundamental misunderstanding of the role of efgartigimod in the treatment pathway and is inconsistent with the evidence submitted in the appraisal and how the treatment pathways have been captured in the company’s model.

The Appraisal Committee asked for evidence of UK clinical practice during the appraisal process.  The company provided UK real world evidence (the EAMS data) and clinical expert input on multiple occasions, evidencing that efgartigimod’s place in the treatment pathway is clear and well-defined, including as an alternative to maintenance IVIg and plasma exchange, which the Appraisal Committee accepted at ACM 2 and throughout the appraisal until post-ACM 4.  

The Appraisal Committee’s conclusion in this respect also contradicts the Appraisal Committee’s conclusion stated in Section 3.4 of the FDG that it “would evaluate efgartigimod in the population proposed by the company”. In response to Draft Guidance 1 and the Appraisal Committee’s requests, the company narrowed the target patient population to patients with a MG-ADL score of 5 or more and who cannot tolerate, are ineligible for or have failed on standard treatment, with standard treatment defined as maximal dose of corticosteroids and at least 2 additional treatments. This was based on the EAMS eligibility criteria and a Delphi expert panel, and was supported by the EAG and clinical experts, as noted in Section 3.4 of the FDG. It is inconsistent and unreasonable for the Appraisal Committee to confirm acceptance of the company’s proposed population but at the same time conclude in the FDG that efgartigimod is only for use in addition to maintenance IVIg and plasma exchange, which is inconsistent with the proposed population.

This conclusion also has a very material impact on the appraisal and the ICER calculated, as it fails to recognise that the significant costs associated with escalation therapy would be displaced by efgartigimod where used as an alternative to IVIg and plasma exchange. 

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.

Section 3.15 of the FDG states “The committee decided the EAG’s approach of removing plasma exchange was less biased than the company’s approach and achieved a net effect more similar to what would be expected under the committee’s preferred approach. So, it would consider this in decision making”. This conclusion is unreasonable based on the evidence submitted as follows and also lacks transparency as it does not explain what would instead be expected under its preferred approach.

The reasoning provided in Section 3.15 for the Appraisal Committee’s conclusion that the EAG position was less biased is that “The clinical experts disagreed with the company’s assumption in the efgartigimod arm that, after stopping IVIg or plasma exchange, people would not have the other treatment”.

This statement and the EAG’s position are based on a fundamental misunderstanding of the company’s modelled treatment pathway as shown below. Please note that in building this treatment pathway the company is still being conservative, since post-discontinuation of efgartigimod a larger proportion of the cohort is assigned to IVIg, which is more costly, than PLEX.
[image: ]Post-discontinuation of efgartigimod (“EFG”), the treatment mix applied is in line with the distribution of treatments in the established clinical management (“ECM”) arm (43.8% on maintenance IVIg with an additional 6% on plasma exchange to reflect non-responders to IVIg prior to EFG treatment, 50.2% on conventional therapy only), as shown in blue in the diagram above. In the ECM arm (shown in beige in the diagram), the cohort on maintenance IVIg (43.8%) is assumed to receive only plasma exchange post-discontinuation. This modelling approach is conservative as, if post-discontinuation of EFG the cohort is assigned to ECM distribution considering only plasma exchange as maintenance treatment instead of IVIg (i.e. 43.8% on plasma exchange), the total cost would be reduced and the ICER would improve in favour of efgartigimod (as IVIg has a higher total annual cost than plasma exchange).
Similarly, if the company removed plasma exchange and equalized assumptions post-discontinuation in two treatment arms, the treatment pathway post-discontinuation would see 43.8% of patients on maintenance IVIg in both the efgartigimod and ECM arm. This alternative scenario would increase the cost in the comparator arm since IVIg is more expensive than plasma exchange and the ICER would improve in favour of efgartigimod. 
Therefore, the inclusion of plasma exchange in the analysis as currently modelled by the company is both reasonable and conservative, favouring the comparator arm and not efgartigimod. If plasma exchange is not included then the only option is IVIg and costs of the comparator arm increase disproportionately.
To give more detail - IVIg is used as a follow-up treatment for patients who stop taking efgartigimod. However, in removing plasma exchange the Appraisal Committee only considered conventional therapy as the follow-up treatment for those stopping IVIg and did not include plasma exchange as an option. Clinicians advised clearly in ACM 4 that this is not what happens in clinical practice: patients with an MG-ADL >5 on standard of care therapies would likely to be offered IVIg or plasma exchange as further escalation therapy and not left to deteriorate on standard of care alone. This further is supported by observed data from the EAMS population and from the DELPHI panel conducted.
Follow-up treatments should therefore apply to all treatments, including IVIg. In the latest model, 56.2% of patients received only conventional therapy, while 43.8% received maintenance IVIg alongside conventional therapy. These figures reflect real-world clinical practice in England for the target group as evidenced by the EAMS data. Patients starting on conventional therapy (56.2%) remain on it throughout the analysis period. Those on maintenance IVIg (43.8%) are expected to continue IVIg or switch to another maintenance treatment, like plasma exchange (plasma exchange), if necessary. Without this assumption, the model would overestimate the number of patients on conventional therapy alone, reaching nearly 80% within a few years.
Patients stopping efgartigimod follow current clinical practice, with 43.8% on maintenance IVIg. To account for those not responding to IVIg, an additional 6% was assigned to plasma exchange. As a result, 49.9% of patients after efgartigimod are on some form of escalation therapy (i.e. IVIg or plasma exchange), compared to 43.8% in the standard model.

It is important to acknowledge that at the start of this submission process the company excluded plasma exchange as part of established clinical management. This was a simplifying assumption in the absence of clear data and pre-dated the subsequent EAMS data which demonstrates utilisation of plasma exchange in the target refractory population. It is also reflected in the fact that IVIG and plasma exchange were considered to have comparable efficacy from the limited literature available, and cost estimates in a similar range.

At that early stage of the appraisal process treatment sequencing was not being considered however the Appraisal Committee changed this approach at ACM3. As a result of this change, in considering potential sequential treatments following IVIg discontinuation, it is necessary to include plasma exchange in the model as it is the only available alternative in practice and so the company assigned a proportion of these patients to go on to receive plasma exchange.  The Appraisal Committee confirms in Section 3.15 of the FDG that “The committee agreed with the clinical experts that plasma exchange was part of the treatment pathway for gMG”. Failure to include plasma exchange introduces a substantial imbalance to the analysis and assumes an unrealistic proportion of patients post-IVIg would be maintained on standard of care alone, something not supported or substantiated by clinical experts at any point in the appraisal process, or the corresponding available real world evidence.

It is therefore unreasonable to omit a treatment that is accepted as usual treatment from the model – based on the incorrect conclusion that the company’s modelled approach was more biased – where that conclusion is due to a misunderstanding of the modelled treatment pathway. Doing so disregards a clearly relevant and material consideration. The company did provide an updated model based on the EAG’s comments that was most reflective of clinical practice, alongside expert validation, to NICE prior to ACM 4 but these were not shared with the Appraisal Committee in advance of ACM 4, as explained in Ground 1(a).3 above.

The impact of the Appraisal Committee’s decision to exclude plasma exchange from the model is a material increase in the Appraisal Committee’s calculated ICER.

In the zilucoplan appraisal referred to in Ground 1(a).4 above, Appraisal Committee B has included plasma exchange in the model as a component of the treatment mix.  There is no reasonable basis for taking a different approach here.

2.3 The Appraisal Committee’s conclusion to disconnect the source of assumptions for efficacy and dosing and use separate sources is unreasonable.

In Section 3.11 of the FDG, the Appraisal Committee concludes that “the clinical evidence from ADAPT could be generalised to the proposed target population but other model inputs should be based on EAMS data, such as baseline MG-ADL scores and dosing frequency of efgartigimod (see section 3.22) as this more closely represented the population likely to have efgartigimod in the NHS”. Section 3.22 of the FDG confirms that “The committee concluded that dosing of efgartigimod should be based on EAMS data”. The Appraisal Committee’s conclusion to base dosing on a different data source than efficacy is unreasonable based on the evidence submitted for the reasons given below.

Following ACM 1, the Appraisal Committee questioned whether the results from the ADAPT trial were generalisable to the target patient population, which aligned with the inclusion criteria for the EAMS programme. The company presented data at ACM 2 demonstrating that data from ADAPT is generalisable to the target patient population, irrespective of baseline disease activity and prior lines of therapy, and showing generalisability of outcomes to a population designated as refractory.  The Appraisal Committee concluded in Section 3.11 of the FDG  that the clinical evidence from ADAPT clinical data is generalisable to the target patient population, including those patients that were in the EAMS programme.

At ACM4 the Appraisal Committee then said that dosing assumptions in the model should be applied based on the EAMS dosing schedule, while clinical efficacy data from ADAPT could be retained. Section 3.11 of the FDG discusses the generalisability of the EAMS and ADAPT sources, but does not provide a clear explanation as to why the Appraisal Committee has rejected the ADAPT trial data in relation to dosing, but has accepted it as appropriate for efficacy. 

The ADAPT and ADAPT+ data (which provided long follow up and includes evidence from 14 treatment cycles) used in the company’s model is randomised clinical trial data generated under a Phase 3 study protocol designed to establish dose-response relationships and demonstrate how specific doses impact both efficacy and safety.  Real-world data, such as EAMS, is valuable for understanding clinical practice, but it should not take precedence over controlled clinical trials when determining dosing and efficacy. 

The clinical efficacy outcomes from ADAPT are directly associated with the dosing schedule in ADAPT; separating the data sources for dosing and efficacy within the model lacks scientific rationale and is irrational.  The Appraisal Committee has not provided adequate justification for doing so.  Both clinical efficacy and dosing should be derived from the ADAPT clinical trial, in line with the approach to considering sources of evidence stated in NICE’s Manual at 3.3. 

The Appraisal Committee’s conclusion to base efficacy on ADAPT data and dosing on EAMS data is not justified and is therefore unreasonable and materially impacts the calculated ICER.

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.

The FDG states at sections 3.8 and 3.25 that the Appraisal Committee’s preferred assumption is equal time on treatment (“ToT”) for IVIg and efgartigimod, and describes this conclusion as highly uncertain. Both the Appraisal Committee’s decision on this assumption and its description of the position as highly uncertain is not reasonable based on the evidence submitted. 

The company submitted evidence for ToT for efgartigimod based on extrapolation of the most robust evidence available, being data from the ADAPT trial for efgartigimod and available literature for IVIg. The company used the same method to extrapolate beyond available data for efgartigimod and maintenance IVIg to avoid biasing the outcomes and the EAG agreed with the method used, which was in accordance with NICE methods. This evidence shows a shorter ToT for efgartigimod than for IVIg. This data was requested by NICE and validated with clinicians and initially accepted by the Appraisal Committee. 

Despite following approved NICE methods, the Appraisal Committee then rejected this data at ACM 3 and instead applied ToT for efgartigimod to IVIg, without any supporting data or clinical opinion.  This is clearly unreasonable in light of the robust evidence provided.

The explanation given in Section 3.8 is that the Appraisal Committee decided that estimated ToT for IVIg being higher than for efgartigimod “lacked face validity” given the easier administration and improved clinical benefit associated with efgartigimod.  As noted in Section 3.8 of the FDG, the company explained that ToT for IVIg may be longer because treatment options are limited after stopping IVIg, whereas people could have IVIg after stopping efgartigimod. This point was also noted by a NICE technical team member in ACM 2. During ACM 3, clinicians also confirmed that ToT of IVIg would likely be longer than efgartigimod, if no other treatment options exist.

The Appraisal Committee’s approach when coupled with its preference for not applying any treatment after IVIg discontinuation, goes against clinical validity, since it leads to a large proportion of ECM arm treated with only conventional therapy (considering that the ECM arm has already over 50% of the cohort always only on conventional therapy).

In response to the Appraisal Committee’s continued preference, while the company’s position remained that evidence from the literature is more appropriate for IVIg, to move forward the company provided an updated approach to the Appraisal Committee that derived ToT for IVIg from efgartigimod discontinuation data. This updated approach differentiated between discontinuation events in patients with controlled disease (i.e. MG-ADL<5) and other events in order to make the model more clinically plausible. 

In Section 3.8 of the FDG, the Appraisal Committee rejected the company’s updated approach and stated that it was based on a very small number of people who had stopped efgartigimod treatment with an MG-ADL score of less than 5 and that the length of follow up was short for these people, concluding that “The committee decided that the statements from the clinical and patient experts also suggested that the company’s analysis including censoring was implausible”.

This conclusion of implausibility does not reflect the evidence from clinical experts provided during the committee meetings, where they agreed that, in general, patients with MG-ADL<5 would not receive escalation therapy (i.e. IVIg) and so should be “censored” from the analysis.  This was also supported in the expert elicitation provided by the company prior to ACM 4 but which was not considered by the Appraisal Committee, as explained in Ground 1(a).3 above.  

The Appraisal Committee’s position that ToT of IVIg should be equal to efgartigimod is therefore unreasonable based on evidence provided. The impact of the Appraisal Committee’s approach to ToT is a material increase in the Appraisal Committee’s calculated ICER.

2.5 The Appraisal Committee’s conclusion on IVIg response rate is unreasonable in light of the published literature and expert elicitation evidence submitted.

The Appraisal Committee concludes in Sections 3.8 of the FDG that “a 70% response rate for IVIg... was the most appropriate base case assumption for IVIg in the model, although this was highly uncertain”. 

Rather than base this conclusion on the company’s submission of evidence collected from the literature (Hellmann et al. 2014 and Bril et al. 2023) – and subsequently validated from clinicians via structured interview – which showed an 80.5% response rate for IVIg, the Appraisal Committee has instead taken a single clinical expert’s opinion provided in the fourth committee meeting (and not from clinical experts as stated in Section 3.8 the FDG)  as the basis of the 70% response rate. 

The Appraisal Committee has disregarded the company’s evidence provided in detail in response to Draft Guidance 2 – which are more robust sources than an expert opinion – and also the EAG’s position. This is inconsistent with the approach to considering sources of evidence stated in Section 3.3 of NICE’s Methods and plainly unreasonable in light of the evidence provided.

The impact of the Appraisal Committee’s conclusion on IVIg use is a material increase in the calculated ICER.


Conclusion
As explained above, the legal and technical robustness of this appraisal decision has been undermined by:
· significant procedural unfairness, which has resulted in the company and other stakeholders not having a fair opportunity to make intelligent representations on matters that have been or should have been taken into account by the Appraisal Committee in producing the FDG; and
· the Appraisal Committee reaching unreasonable conclusions in light of the evidence provided in relation to a number of key assumptions that adversely impact the ICER and render the FDG unreasonable.
Together this has resulted in a very significantly higher ICER than should have resulted from modelling and ultimately in a negative outcome in the FDG.
Hearing of this Appeal
The company requests that this appeal proceeds as an oral appeal.
Requested Outcome following this Appeal
The company requests that the Appeal Panel returns this appraisal to the Appraisal Committee to take all reasonable steps to address the points above including providing the company with a fair opportunity to consider and respond fully to the Appraisal Committee prior to production of final draft guidance.  

Yours sincerely,

XXXXXXX

XXXXXXXXXXXXXX
General Manager, argenx UK & Ireland
argenx UK Limited
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