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Dear Dr Chakravarty,
Re: Final Appraisal Determination: Zilucoplan for treating antibody positive generalised myasthenia gravis [ID4008]
Thank you for your letter of 21 July 2025, providing initial scrutiny of our appeal against the above Final Draft Guidance (FDG). We would like to provide some additional clarification for some of the points raised in our initial letter dated 10 July 2025.

Appeal point 1(a).1: The assessment of zilucoplan was inconsistent with the appraisal of comparable treatments for gMG, undermining fairness and transparency (i) inconsistent treatment of subsequent treatment modelling; and (ii) inconsistencies in how real-world NHS use was interpreted.
Thank you for your provisional decision to refer this appeal point to the Appeal Panel. We welcome the opportunity to provide further explanation of why we believe the appraisal of zilucoplan (TA11096) was procedurally deficient, particularly in comparison to the appraisal of efgartigimod (TA1069).
Our concern is not simply that different conclusions were reached, but that the reasons for divergence were not adequately explained, despite the clear relevance of the earlier appraisal. Rather, we submit that when a committee chooses to depart from or adhere to precedent, it must explain why that decision is appropriate in the context of the current appraisal. This principle also applies more broadly: where similar evidence is treated differently, or where the
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level of scrutiny departs from what has previously been deemed proportionate, the committee should provide a clear rationale.
NICE’s commitment to transparency, fairness, and proportionality (Health Technology Evaluations Manual, Section 2.2.1) requires that committees engage with precedent thoughtfully, apply evidentiary standards consistently, and explain their reasoning clearly. In the sections that follow, we outline how the committee’s failure to do so in TA11096 undermined the procedural integrity of the appraisal.
1. Inconsistent engagement with precedent

The committee in TA11096 demonstrated inconsistent engagement with precedent from TA1069, both in its unexplained departures from earlier decisions and its uncritical adherence to them. We agree that different conclusions can be justified, and that following precedent can support consistency across appraisals; however, reasoning must be provided to ensure transparency and fairness.
In TA1069, the committee accepted approximated IVIg costs and EAMS-derived population definitions, recognising their clinical relevance despite uncertainty. These decisions established a precedent for handling similar evidence in the context of generalised myasthenia gravis (gMG). However, in TA11096, comparable evidence was either rejected or held to a higher standard without explanation — even in the most relevant sections (3.15–3.16), where no reference to TA1069 was made. While these sections outline the committee’s concerns with the company’s modelling, they do not engage with the reasoning established in TA1069 or explain why a different evidentiary standard was applied. Given the similarity in clinical context and evidence types, stakeholders reasonably expected a consistent approach. Departing from precedent without a clear rationale not only undermines stakeholder confidence but also raises concerns about the transparency of the committee’s reasoning and risks delaying access to potentially life-changing treatments.
Conversely, the committee also followed precedent without thorough re-evaluation. In its treatment of caregiver utilities and corticosteroid costs, it relied on decisions made in TA1069 without evaluating whether those precedents remained appropriate for zilucoplan. This is procedurally problematic. NICE’s Health Technology Evaluation Manual (Section 4.3.17) requires evidence that the condition substantially affects carers and that the technology impacts them. The company attempted to meet this requirement using a proxy condition with overlapping features, yet the committee did not invite further evidence, explore alternative proxies, or suggest plausible sensitivity analyses. Instead, it relied on a prior rejection without questioning its continued relevance.

A similar issue arose with corticosteroid costs. The company initially used data from systemic lupus erythematosus (SLE) due to the absence of gMG-specific data. The EAG and committee encouraged the use of Lee et al., citing its acceptance in TA1069. Although the company highlighted several limitations of Lee et al., these concerns were not substantively addressed. The committee ultimately accepted the data largely on the basis of precedent, without critically reassessing its suitability in the context of zilucoplan. This illustrates the procedural risk of relying on precedent without re-evaluation, particularly when the evidence base is limited and evolving.
2. Failure to Apply the Principle of Proportionality

NICE’s Health Technology Evaluation Manual, updated in October 2023, incorporates a proportionate approach to technology appraisals. This principle recognises that the level of evidence and analytical complexity required should be appropriate to the context - balancing methodological rigour with feasibility, particularly in areas of high unmet need or limited data, such as rare diseases.
Both efgartigimod (TA1069) and zilucoplan (TA11096) were appraised for the same rare condition and both faced similar challenges: small patient populations, limited long-term data, and reliance on real-world evidence. The level of risk and complexity was therefore comparable across both appraisals.
However, the level of scrutiny applied was not. In TA1069, the committee accepted real-world EAMS data and approximated IVIg costs. In TA11096, similar types of evidence were rejected or held to a higher standard - without explanation for the divergence.
This inconsistency in evidentiary scrutiny, applied without justification, raises concerns about whether TA11096 was evaluated with the same proportionality as TA1069. In a context where small differences in assumptions can materially affect cost-effectiveness, this lack of alignment has procedural implications. It may also have limited the opportunity to fully reflect clinical practice and patient experience in the model - a particularly important consideration for people living with rare conditions, whose voices and realities are already underrepresented in the evidence base.
These procedural shortcomings, including the inconsistent engagement with precedent, the failure to apply proportionality, and the lack of clear reasoning for divergent decisions, are not isolated missteps. Rather, they reflect a broader failure to uphold the principles of transparency, fairness, and consistency that underpin NICE’s appraisal process. We therefore respectfully submit that this appeal point warrants full consideration by the Appeal Panel under Ground 1, to ensure confidence in the integrity of future appraisals and to support meaningful stakeholder engagement.

Appeal point 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
We welcome the provisional view that it is arguable that it was unreasonable to use Lee et al. to estimate the cost of corticosteroid use in the cost-effectiveness model (CEM) for zilucoplan.
In addition, we believe there is a broader basis for this appeal point. Specifically, it was unreasonable for the committee not to adequately reflect the significant burden and long-term harms associated with corticosteroid use, as described by clinical and patient experts during the appraisal process, including the public consultation stage. These stakeholders consistently highlighted the wide-ranging physical, psychological, and social impacts of corticosteroids, including weight gain, mood changes, osteoporosis, and increased infection risk, all of which can substantially impair quality of life.
This qualitative evidence appears to have been underweighted in the committee’s conclusions and modelling. As a result, the evaluation may not fully reflect the lived experience of people with gMG or the clinical realities of managing the condition.
While we recognise that the committee may argue that qualitative evidence on the burden and long-term harms of corticosteroids was considered during its discussions, we would emphasise that acknowledging such evidence is not the same as meaningfully incorporating it into the decision-making process. The testimony from patients and clinicians was clear and consistent in describing the significant and wide-ranging harms of corticosteroid use. The apparent lack of integration of this evidence into the overall value assessment — beyond the economic model — suggests a procedural shortcoming that goes beyond the use of Lee et al. and further supports the appeal under Ground 2.
Appeal point 2.5: It was unreasonable to reject carer utilities in the appraisal of zilucoplan

While we acknowledge that the committee acted in accordance with the manual to a degree, we respectfully submit that the process followed may have limited the scope of the appraisal in a way that warrants reconsideration. The manual (section 4.3.17) requires evidence that the condition substantially affects carers health-related quality of life and that the technology impacts them. The company attempted to meet this requirement by submitting a carer utility decrement based on multiple sclerosis (MS), a condition with overlapping features such as a chronic, fluctuating disease course, neuromuscular symptoms that impair mobility and daily functioning, and the need for long-term informal care and support. While the committee ultimately rejected MS as a suitable proxy, it did so without requesting further evidence, exploring alternative proxy conditions, or inviting scenario analyses that could have reduced uncertainty.

This is particularly important because the committee acknowledged the relevance of the impact on carers and considered it qualitatively. However, as NICE and stakeholders widely recognise, qualitative consideration alone does not influence the ICER or materially affect decision-making. Across all committee papers and draft guidance, there is no indication that the committee invited the company to explore other approaches, such as expert elicitation, real-world data, or plausible sensitivity analyses, or to gather further evidence.
We note that committees do have the discretion to request additional evidence, as shown in several appraisals. For example, after the first meeting for givinostat (TA11373), the committee requested further data to address uncertainties. Similarly, for elosulfase alfa (HST2 and HST19), NICE sought long-term data to better understand the treatment’s impact on quality of life and disease progression. In the case of Strimvelis (HST7), NICE paused the appraisal to gather real-world evidence and clarify uncertainties around manufacturing and delivery logistics.
In contrast to the unexplained departure from precedent in other areas of the appraisal (as outlined under Appeal point 1(a).1), the committee’s approach to caregiver impact reflects the opposite issue: an uncritical adherence to precedent. By relying on the efgartigimod decision, where the same proxy was rejected, the committee appears to have discouraged further evidence generation without re-evaluating whether that precedent remained appropriate in the context of gMG.
We also note that many rare conditions, including gMG, face similar challenges in generating direct evidence on carer utilities. In the efgartigimod appraisal, the company attempted to address this by submitting real-world evidence and survey data. However, this was dismissed due to concerns about selection bias and representativeness, without a clear framework for how such evidence could be improved or accepted. This highlights a broader inconsistency in how NICE handles uncertainty in rare conditions. In some appraisals, proxy conditions or expert elicitation have been accepted; in others, such as gMG, they have been rejected without alternative pathways being offered. This creates a procedural rigidity that may lead to the systematic undervaluation of treatments where impact on carers is significant but under-documented.
We recognise that the responsibility for submitting evidence lies with the company. However, when the committee acknowledges the relevance of a factor, such as impact on carers, but excludes it due to limitations in the evidence presented, there is a reasonable expectation that it will explore whether uncertainty could be reduced. In this case, the committee did not invite further evidence or modelling, nor did it offer guidance on acceptable alternatives. This may have constrained the appraisal’s scope and fairness, particularly in the context of a rare condition where data limitations are common.
This omission is also concerning from an equity perspective: carers of individuals with long-term conditions are disproportionately women, older adults, and people from minority ethnic backgrounds - groups protected under the Equality Act 2010. NICE’s equality scheme commits to advancing equality of opportunity and tackling disadvantage. When carer impact is

acknowledged but excluded from modelling, the appraisal risks overlooking the broader consequences of the condition and perpetuating disadvantage for these protected groups.
For these reasons, we respectfully maintain that it was unreasonable to reject carer utilities in the appraisal of zilucoplan, and that this appeal point merits reconsideration.
Conclusion
We are grateful for the opportunity to respond to the initial scrutiny of our appeal and to provide further clarification and evidence. At the core of our appeal, the appraisal of zilucoplan raises serious concerns about the consistency, fairness, and proportionality of NICE’s decision-making process. The committee’s selective engagement with precedent, its inconsistent treatment of comparable evidence, and its rigid approach to uncertainty have procedural implications that extend beyond this single appraisal. These issues risk undermining stakeholder confidence and limiting the opportunity for meaningful engagement in future evaluations.
We welcome the provisional view on Appeal Point 1(a).1 and have provided further evidence of how the committee’s approach diverged from established practice without explanation — a failure that compromises transparency and fairness across appraisals. We also welcome the provisional view on Appeal Point 2.1 but respectfully submit that the committee’s omission of patient and clinical testimony on the burden of corticosteroid use represents a deeper failure to reflect lived experience in the value assessment. This may have led the committee to exceed its remit by narrowing the scope of its evaluation.
In relation to Appeal Point 2.5, while the committee followed aspects of the manual, its rigid rejection of proxy data reflects a broader issue in how NICE appraises treatments for rare conditions. When data is inherently limited, flexibility is not optional; it is essential. People living with refractory gMG should not be penalised for the rarity of their condition.
We therefore respectfully request that the Appeal Panel fully consider Appeal Point 1(a).1 under Ground 1 and broaden the scope of Appeal Point 2.1 and reconsider Appeal Point 2.5 under Ground
2. Addressing these concerns is vital to uphold equity, consistency, and a truly patient-centred approach in NICE’s appraisal process.
Yours sincerely,
XXXXXXXXXXXXXXXXXXXXXXXXXXX
Dr XXXXXXXXXXXXXXX
Director of Research and Innovation Muscular Dystrophy UK
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