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Dear Dr Chakravarty,
Re: Final Appraisal Determination: Zilucoplan for treating antibody positive generalised myasthenia gravis [ID4008, TA11069]
Muscular Dystrophy UK would like to appeal against the final appraisal determination for zilucoplan for treating antibody positive generalised myasthenia gravis on the following grounds:
· Ground 1a: NICE has failed to act fairly in the conduct of the appraisal.
· Ground 2: The recommendation is unreasonable in light of the evidence submitted. Executive summary
Generalised myasthenia gravis (gMG) is a debilitating rare, chronic autoimmune
neuromuscular condition that severely impacts quality of life. People with gMG often live with fluctuating muscle weakness, profound fatigue, and the constant risk of respiratory failure and subsequent hospitalisation. Treatment options are severely limited. This especially true for those who do not respond to standard therapies and face being left behind, with few or no effective alternatives.
Zilucoplan represents a promising treatment that can reduce symptom burden, decrease reliance on harmful corticosteroids, and enable home administration, improving quality of life and autonomy for patients.
[image: ]

However, the appraisal of zilucoplan was marked by inconsistent application of methods compared to similar treatments, inadequate consideration of the true burden of corticosteroids and hospital-based therapies, and dismissal of meaningful patient-valued outcomes and carer impacts. Additionally, the challenges inherent to evidence generation in rare diseases were not sufficiently accounted for, resulting in an overly restrictive evaluation.
Muscular Dystrophy UK (MDUK) is the leading charity in the UK for people living with neuromuscular conditions, including myasthenia gravis. We represent the voices of individuals and families affected by gMG and advocate for timely, equitable access to effective treatments. As such, we are formally appealing the Final Appraisal Determination for zilucoplan.
Appeal points
We are appealing the final appraisal determination for zilucoplan on the following grounds:
Ground 1a: NICE has failed to act fairly
1.a.1. The assessment of zilucoplan was inconsistent with the appraisal of comparable treatments for gMG, undermining fairness and transparency
In the appraisal of zilucoplan, key aspects of evidence were treated inconsistently compared to how they were handled in the earlier appraisal of efgartigimod - despite both treatments being for the same rare condition and nearly identical patient populations. Assigning different committees to assess treatments like zilucoplan and efgartigimod led to avoidable inconsistencies. People living with gMG deserve a fair, efficient, and consistent appraisal process. As a result, people living with gMG, and the patient organisations supporting them, were forced to repeatedly re-establish the same clinical and experiential evidence. This undermines the consistency, transparency, and fairness of the appraisal process.
Key aspects of the zilucoplan appraisal, including assumptions about comparators, subsequent treatment, and the handling of real-world evidence, were treated differently, despite clear clinical overlap with the efgartigimod population.
i. Inconsistent treatment of subsequent treatment modelling
For its appraisal of efgartigimod (ID4003, TA1069), the committee accepted the inclusion of maintenance IVIg costs after treatment discontinuation, even though these were based on time-constrained approximations. The EAG noted that “it had to approximate the clinical benefit associated with maintenance IVIg... because of time constraints,” yet the committee still concluded that “IVIg maintenance costs should be included” (Section 3.9 – FDG TA1069).
For zilucoplan, however, the committee applied a stricter standard. It rejected expert-elicited assumptions and relied instead on the EAG’s more conservative estimates, despite acknowledging limited evidence and wide variability in clinical practice. The committee concluded it was “inappropriate to model costs... without also modelling treatment benefits” (Sections 3.15–3.16 – FDG TA11069).

ii. Inconsistencies in how real-world NHS use was interpreted
The committees also handled real-world evidence unequally. In the efgartigimod appraisal (TA1069), EAMS data was used to justify a narrower, clinically appropriate target population and to inform expected maintenance IVIg use. The committee concluded that this cohort showed high unmet need and accepted the EAMS data as the most reliable available (Sections 3.4, 3.6 – FDG TA1069).
For zilucoplan, however, the committee rejected the company’s refined definition of refractory gMG, even though it was informed by EAMS data and aligned with clinical expert feedback. Instead, it insisted on using the broader full EAMS cohort, which included patients unlikely to meet the clinical definition of refractory gMG - a decision that reduced the model's accuracy and penalised a more appropriate patient population. (Sections 3.3, 3.5 – FDG TA11069)
These differences are not just technical inconsistencies – they have real-world consequences. They suggest that the burden of proof shifts depending on the committee and undermines confidence in the appraisal process and contradicts NICE’s stated commitment to consistency. According to NICE’s health technology evaluation manual, NICE should “promote the rapid and consistent adoption” and use methods and processes that “produce robust guidance in an open, transparent and timely way”.
Despite these disparities in approach, both zilucoplan and efgartigimod were ultimately not recommended. This raises a more fundamental concern: that patient groups and individuals are repeatedly asked to provide detailed evidence, share personal experiences, and highlight urgent unmet need - yet those contributions have not meaningfully altered outcomes. The repetition of lived experience across multiple appraisals, with little impact on decisions, makes it increasingly difficult to deny that the patient voice is not just undervalued, it’s being sidelined.
These inconsistencies, combined with the limited integration of patient perspectives, raise serious concerns about whether NICE is consistently applying a fair and transparent approach. By applying differing evidentiary standards across appraisals of treatments for the same condition, NICE undermines trust in its processes. This directly supports our appeal under Ground 1: that NICE has failed to conduct a fair appraisal and calls into question the reliability of the decision-making process and the meaningful inclusion of patient voices.
Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
2.1. It was unreasonable not to recommend zilucoplan given the significant burden and long-term harms associated with corticosteroid use, which were not adequately reflected in the committee's evaluation
People living with gMG often rely on long-term corticosteroids, despite the serious and cumulative harms and well-documented harms caused by these medicines. Chronic corticosteroid use occurs in relatively few conditions, making the impact in gMG particularly

notable. Patients repeatedly described the devastating impact of steroids - including severe weight gain and diabetes – and the worry of other side effects such as mood disorders, osteoporosis, and hospital admissions throughout the appraisal. Yet these harms were not meaningfully captured in the modelling or decision-making.
The committee acknowledged both the wide use and long-term harms of corticosteroids in gMG. It also recognised that “it is uncertain if the EQ-5D had captured all the utility decrements associated with corticosteroid use” (Section 3.2 – FDG). However, the committee still chose to consider these harms only qualitatively and ultimately gave them limited weight in the evaluation of zilucoplan.
Importantly, this decision ignored the challenges of evidence generation in a rare disease. NICE’s own methods guidance acknowledges that, in the absence of condition-specific data, it may be appropriate to use evidence from other populations or conditions with similar impacts on quality of life. In this context, proxy data from systemic lupus erythematosus (SLE) was used to estimate utility values. However, the committee chose not to incorporate this approach, citing concerns about comparability between the two conditions, without proposing a viable alternative. This risks systematically undervaluing treatments for people living with rare conditions like gMG, where high-quality data is often limited or unavailable.
This resulted in a model that underestimated the real burden patients face. One person who received zilucoplan shared: “After taking zilucoplan, I could reduce other medications, such as steroids, which was ruining my life. I reacted badly when taking them and ended up in hospital with severe electrolyte deficiency. After cutting them out I lost 40kg in weight.”
Patients should not be penalised because their condition is rare or because perfect data does not exist. In the absence of gMG-specific figures, flexibility in the evidence used, especially the weight of lived experience, should have been taken more seriously. The failure to do so meant that the true value of reducing corticosteroid dependence was not adequately reflected in the committee’s decision. This oversight underscores why the recommendation is unreasonable in light of the evidence submitted, supporting our appeal under Ground 2.
2.2. It was unreasonable to dismiss the benefits of home administration with zilucoplan, despite clear evidence of its potential to improve quality of life and reduce treatment burden for patients
People living with gMG often face a high treatment burden, with many relying on hospital-based therapies such as intravenous immunoglobulin (IVIg) or plasma exchange (PLEX). Patient experts clearly explained that these treatments are logistically challenging, emotionally draining, and physically exhausting - often requiring long hospital stays that interfere with work, study, family life and independence. Clinical experts reinforced this by describing the ongoing disruption hospital-based care causes.

Additionally, the physical exertion and stress involved in travelling to and attending hospital appointments can increase the risk of a myasthenic crisis, a serious and potentially life-threatening worsening of symptoms. For people with gMG, conserving energy and avoiding overexertion is critical, and frequent hospital visits pose a real danger.
Despite this, the committee rejected the company’s attempt to include a utility increment for home administration with zilucoplan. Instead, it only accepted a disutility associated with hospital-based treatments (IVIg and PLEX), reducing the benefit of home use to a mere avoidance of inconvenience. This interpretation strips away the broader human impact of treatment burden, including the loss of control, strain on carers and emotional toll.
One patient described how hospital visits and public outings can feel overwhelming: “Due to fatigue and embarrassment with my slurry speech, I don’t feel comfortable going out too much.” For people experiencing this level of difficulty, the option of home administration would not just be more convenient - it would offer autonomy, normality, and dignity.
Because gMG is a rare condition, there is limited direct evidence on the quality-of-life impact of home administration. In the absence of gMG-specific data, the company submitted proxy evidence from other conditions to illustrate potential benefits. The committee dismissed this without proposing an alternative way to reflect the value of home administration. In rare diseases, where condition-specific data is often difficult or impossible to generate, this risks systematically excluding important aspects of the patient experience from decision-making.
This dismissive approach places patients in a lose-lose situation: they are asked to prove the value of treatment convenience, but when no gMG-specific data exists (as is often the case in rare diseases), even proxy evidence and lived experience are discounted. As a result, the full value of a treatment that allows people to reclaim control over their lives is overlooked. This highlights the unreasonableness of the recommendation in light of the evidence submitted, reinforcing our appeal under Ground 2.
2.3. It was unreasonable to overlook the value of minimal symptom expression as a meaningful clinical outcome, particularly when it reflects a state of disease control that is highly valued by patients
For people living with gMG, the daily burden of symptoms, including profound fatigue, difficulty breathing, speaking, and concentrating, is devastating. These symptoms drastically limit independence, employment, social participation, and overall quality of life. Patient experts consistently emphasise the urgent need for treatments that provide meaningful and sustained symptom relief, often described as achieving minimal symptom expression (MSE).
Clinical experts agree that MSE is a recognised and important goal in gMG management. For many patients, reaching MSE means the difference between near-total dependence and restored independence, dignity, and participation in life. As one person receiving zilucoplan shared:

“Before starting Zilucoplan, I was completely dependent on my parents for everything — washing, dressing, even sitting up — and spent most of my time too weak to even watch TV. I didn’t really have any life at all. Within a day of treatment, I was dancing around my kitchen! I’ve regained full independence, returned to studying, and taken up running, climbing, and even skydiving. The difference has been life changing.”
We acknowledge the committee’s concern, as noted in the clinical expert elicitation, that “MSE does not necessarily imply the absence of symptoms. This is because an MG-ADL score of 1 could be associated with symptoms that impact patients’ quality of life” (Section 3.11 – FDG). However, this caveat should not negate the value of MSE as a meaningful and patient-valued outcome.
Due to the rarity of gMG, there is limited data linking MSE directly to standard health economic outcomes like EQ-5D utility scores. However, in rare diseases, such gaps are common and rejecting patient-valued outcomes simply because they do not map neatly to conventional metrics risks disadvantaging small patient populations. In the absence of large datasets, patient-reported experience and clinical expert consensus should carry more, not less, weight.
By excluding MSE from the model despite its clinical relevance and importance to patients, the committee risks undervaluing outcomes that matter most to those living with the condition. This omission further demonstrates that the recommendation is unreasonable in light of the evidence submitted, supporting our appeal under Ground 2.
2.4. It was unreasonable for the committee to highlight uncertainty in treatment effect comparisons between zilucoplan and IVIg/PLEX as a key limitation, when the necessary indirect comparisons introduced more uncertainty, and direct comparisons are not feasible in this setting
The committee repeatedly expressed concern about the lack of head-to-head trials between zilucoplan and IVIg or PLEX, and the limitations of the indirect comparisons used to estimate comparative effectiveness. However, this expectation does not reflect the realities of treating rare conditions like gMG.
Globally, the increasing availability of targeted therapies makes placebo-controlled trials ethically difficult. In the UK, the rarity of the condition means that recruiting sufficient participants for a head-to-head trial would take many years - delaying access to potentially life-changing treatment for people with refractory gMG.
Given the lack of direct head-to-head trials, indirect comparisons were used to estimate relative treatment effects. However, as is often the case with indirect comparisons, these methods introduced further uncertainty - particularly due to differences in trial populations, outcome measures, and placebo response rates.
It is also important to note that while IVIg and PLEX are widely used and accepted in clinical practice, they lack robust clinical trial data in gMG. Their efficacy is supported primarily by

clinical experience and small-scale studies. This creates inherent challenges when attempting to compare new treatments using traditional evidence hierarchies.
Yet even accepting that IVIg and PLEX may offer clinical benefit, their real-world effectiveness is significantly limited. Side effects, poor tolerability, inequity of access, intensive burden of hospital-based administration, and time it takes for these treatments to work all reduce their practical utility for many patients. These limitations are not minor - they directly impact whether patients can receive and benefit from treatment. As such, the gap between theoretical efficacy and day-to-day effectiveness must be considered when interpreting comparative treatment value.
Placing undue emphasis on uncertainty, in a setting where high-certainty evidence is not ethically or practically attainable, penalises people with rare diseases, contrary to the principles of equity and proportionality in NICE’s methods. This approach underlines the unreasonableness of the recommendation given the evidence submitted, further supporting our appeal under Ground 2.
2.5. It was unreasonable to reject carer utilities in the appraisal of zilucoplan
The committee decided not to include carer utility decrements quantitatively in the economic model, citing limitations in the available evidence and referencing that the appraisal of efgartigimod also excluded quantitative carer utilities. This is despite the efgartigimod committee acknowledging that “depending on the severity of the condition, gMG can have a substantial impact on carers' lives” (Section 3.25, FDG TA1069). Both committees therefore accounted for the impact on carers only qualitatively, without incorporating quantitative carer utility decrements in their models.
The decision to omit carer utility decrements from the economic model is fundamentally flawed. It risks undervaluing the full benefits of treatment to both patients and carers, who provide essential support and care, and fails to fully capture the societal impact of gMG.
Carers have told us that caring for someone with gMG often means significant physical, emotional, and financial sacrifice. Many carers give up work, face social isolation, and endure ongoing stress and anxiety. This profound burden is not just anecdotal but systematically documented through research submitted during the appraisal.
As highlighted throughout this appeal, gMG is a rare disease with limited condition-specific data. The committee did not propose alternative approaches to incorporate carer utilities quantitatively, relying solely on qualitative consideration. This approach risks consistently undervaluing the full benefits of treatment and fails to adequately reflect the real-world impact of gMG on patients’ wider support networks. This further supports our appeal under Ground 2, demonstrating that the recommendation is unreasonable in light of the evidence submitted.
Conclusion
The recommendation against zilucoplan is fundamentally flawed and unfair. The appraisal process exhibited significant inconsistencies in how evidence was assessed compared to

similar treatments, undermining fairness and transparency. It failed to adequately consider the unique challenges of evidence generation in rare diseases, dismissing proxy data and lived experience that are critical to understanding the full impact of gMG. Crucially, the committee overlooked the severe and cumulative harms caused by long-term corticosteroid use, the profound burden of hospital-based therapies, and the meaningful outcomes that patients value most—including autonomy through home administration and minimal symptom expression.
For people living with refractory gMG, who already face very limited treatment options, this decision compounds their hardship by denying access to a promising therapy that could improve their quality of life and reduce reliance on harmful treatments. The continued exclusion of patient and carer perspectives from the economic model further diminishes recognition of the real-world toll this condition imposes.
We would welcome the opportunity to present these critical issues in an oral appeal to fully articulate the lived experience and clinical realities of gMG. Addressing these shortcomings is essential to uphold equity, consistency, and a truly patient-centred approach in NICE decision-making, and to ensure that people living with rare, debilitating conditions like gMG receive fair and timely access to life-changing treatments.
Yours sincerely
XXXXXXXXXXXXXXX

XXXXXXXXXXXXX
Director of Research and Innovation Muscular Dystrophy UK
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