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Dr Mark Chakravarty
Lead non-executive director for appeals
National Institute for Health and Care Excellence 2nd Floor
2 Redman Place London E20 1JQ

7th July 2025

Dear Dr Chakravarty,

Re: Zilucoplan for treating antibody positive generalised myasthenia gravis [ID4008]

On behalf of the Association of British Neurologists (ABN) and its Neuromuscular Advisory Group and Myasthenia Gravis Special Interest Group, we submit this formal appeal against the draft recommendation of NICE committee B regarding the appraisal of zilucoplan for generalised myasthenia gravis (gMG). This appeal is submitted under:

· Ground 2: The recommendation is unreasonable in light of the evidence submitted to NICE

2.1 The opinion of the contributing clinical experts was not considered with sufficient weight by the committee regarding the definition of refractory MG.
The final draft guidance states that there is “no standardised criteria or mandatory definition of refractory gMG in clinical practice or guidelines” (section 3.5) and that “the definition of refractory was uncertain”. However, the updated ABN MG guidelines that are currently in press [Jacob et al., Practical Neurology 2025], were referenced by clinical experts throughout the consultation. These clearly define patients with refractory MG as those with ‘highly active disease that has not responded to standard treatment with at least two steroid sparing agents, or1


[image: ]ineligible/intolerant to these agents, those with frequent acute severe exacerbations and in those who are dependent on regular intravenous immunoglobulin (IVIg)/plasma exchange (PLEX)’. Of note, those with highly active disease are prone to frequent acute severe exacerbations necessitating emergency rescue therapy (typically with IVIg or PLEX in a hospital setting and intensive supportive care, even though they may not be on regular maintenance IVIg/ PLEX).
We are concerned that this resulted in uncertainly about the placement of Zilucoplan in the treatment pathway, uncertainty about identification of the target population and an underestimation of the potential benefits of zilucoplan to these patients and to NHS capacity.

2.2 The real-world evidence for Efgartigimod that was published in 2024 has been misinterpreted.
The real-world evidence from the cohort of patients who received Efgartigimod under the Early Access to Medicines Scheme (EAMS) is referenced in Section
3.5. The final draft guidance states that not all patients in this cohort would meet the definition of refractory MG, following on from point 2.1. It is stated that some patients in this cohort were not refractory because they were not already on oral treatment and hence would not be deemed eligible for an add on treatment such as Zilucoplan. This is a misinterpretation– it is true that some patients were not on treatment at the time of starting Efgartigimod. However, these patients were clinically defined as having highly active disease and had already been treated with a variety of standard of care treatments that had been stopped either because of lack of adequate response or because of severe and occasionally life-threatening side effects. Their burden of disease and frequent need for emergency rescue treatment (typically with IVIg or PLEX alongside hospital admission for supportive care) was not acknowledged. It is unreasonable to categorise a patient has not having refractory MG because they and their clinician had made a decision to stop an ineffective and potentially harmful treatment. The cost saving of preventing multiple emergency admissions was not appropriately accounted for.

2.3 The ability of Zilucoplan to achieve minimal symptom expression (MSE) has not been adequately considered
Unlike standard of care treatments, the RAISE trial and the follow-on data which has been presented to the committee have shown that a significantly higher2


[image: A close-up of a unicorn ]proportion of patients taking Zilucoplan have achieved MSE- this means that patients have an MG ADL score of 1 or 0. MSE represents a meaningful, patient-centred outcome. Achieving MSE can mean the difference between being able to work and not, being able to care for oneself or require a carer and the need for frequent hospital admissions or being able to care for oneself. We believe that the decision to remove MSE from the model (Section 1.4) is unreasonable because it undermines the ability to assess the full benefit of therapy and contradicts clinical understanding of treatment goals in MG.

2.4 The committee did not place sufficient weight on patient and clinical expert evidence concerning the value of a self-administered therapy, and the potential for this to improve equity of access to treatment
Patient and clinician testimonials submitted to the committee provide compelling evidence of the value patients place on a therapy that is self-administered, avoiding frequent hospital attendances for IVIg or PLEX. This benefit is not fully captured by the economic model and was not given sufficient weight in decision-making. Patients also commented on the fact that Zilucoplan improves equity of access to treatment by offering an option to patients who may not be able to access IVIg or PLEX because of local NHS constraints “Because zilucoplan is self-administered it offers the possibility of all patients receiving an effective treatment option regardless of their local NHS constraints and/or proximity to appropriate centres.” It is not clear how this was considered by the committee in their decision-making.
[bookmark: Conclusion]Conclusion
Zilucoplan is a targeted therapy for a defined, high-need population with limited current options. The current draft guidance does not adequately reflect the available clinical evidence, expert consensus, or real-world use. It risks excluding patients who stand to benefit significantly and exacerbating existing health inequalities in access to MG care. We would welcome the opportunity to provide further written or oral evidence as required.


Yours sincerely
XXXXXXXXXXXXXX
Chair, ABN Neuromuscular Advisory Group3
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