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10th July 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,

[bookmark: Re:_Final_draft_guidance_(‘FDG’)_for_ID4]Re: Final draft guidance (‘FDG’) for ID4008: Zilucoplan for treating antibody positive generalised myasthenia gravis
[bookmark: Executive_summary]Executive summary
Zilucoplan is at home self-injectable treatment designed for Myasthenia Gravis (MG) patients that targets an overactive immune response, reducing muscle weakness and improving daily functioning.
For the NHS, zilucoplan can help shift care from hospitals to community which supports the aims of the NHS ten-year plan. Zilucoplan is intended to be used as an alternative to the use of Intravenous Immunoglobulin (IVIg) and Therapeutic plasma exchange (PLEX). Both IVIg & PLEX are administered in hospital.
For patients, zilucoplan offers the hope for a life with minimal symptom expression. UCB’s appeal against the FDG for zilucoplan is advanced on the following grounds Ground One
· The Committee’s conclusion that zilucoplan adds an additional line to the treatment pathway was raised by the Committee only after ACM3, with the result that there was no opportunity for consultation on this key issue.
· [bookmark: •_NICE’s_refusal_of_UCB’s_request_for_te]NICE’s refusal of UCB’s request for technical engagement before the first meeting of the Appraisal Committee was procedurally unfair and has prejudiced the conduct of the appraisal.
· The Committee’s decision-making in relation to subsequent treatment in refractory generalised myasthenia gravis lacks transparency and disregards the evidence available to the
· In referring to uncertainties, the Committee has failed to take into account the fact that IVIg and PLEX are not licensed for the treatment of gMG and
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that data for their use in this indication are very limited together with the perverse implications of negative guidance for zilucoplan
· The Committee’s approach to consideration of uncaptured benefits lacks transparency and appears incomplete
Ground Two

· The Committee’s preferred comparator of a ‘basket of standard care’ is unreasonable in view of the target population for zilucoplan and its proposed position in the treatment pathway
· [bookmark: •_The_Committee’s_conclusion_that_the_su]The Committee’s conclusion that the subsequent treatments for the zilucoplan arm in the economic model should be informed by the efgartigimod full EAMS cohort whereas the comparator basket is informed by a different data source is inconsistent and unreasonable
· The Committee’s conclusion that zilucoplan adds an additional line of therapy to the treatment pathway for generalised myasthenia gravis is unreasonable
· The Committee’s conclusion that UCB’s expert elicitation had several uncertainties is unreasonable
· [bookmark: •_The_exclusion_of_minimal_symptom_expre]The exclusion of minimal symptom expression is unreasonable in the light of the clinical trial data and expert elicitation submitted
· [bookmark: •_The_use_of_the_overall_EAMS_cohort_to_]The use of the overall EAMS cohort to determine the proportion of people on treatments in the “standard of care basket ” disregards the views of the authors of the published paper, expert opinion and is inconsistent with the target population for zilucoplan and its position in the treatment pathway
· [bookmark: •_It_is_unreasonable_to_use_Lee_et_al_to]It is unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan
· It is unreasonable to exclude a utility increment for the self-administration of zilucoplan (a self- administered treatment away from the hospital setting).
[bookmark: Introduction]Introduction
Details of generalised myasthenia gravis (gMG) and its treatment, including use of zilucoplan is provided in UCB’s original submission to NICE dated 30 November 2023. A limited summary is provided below but does not replace the greater detail provided in the more lengthy submission.
[bookmark: Generalised_myasthenia_gravis]Generalised myasthenia gravis

Myasthenia gravis (MG) is a rare, chronic autoimmune disease caused by activation of the complement system by self-antibodies and destruction of the neuromuscular junction (NMJ). Most (80–90%) patients with MG will develop generalised MG (gMG)

within two years of diagnosis, which is associated with weakness in the muscles of the head, neck, arms, hands, chest, legs and torso. Patients with MG experience debilitating weakness and fatigue in muscles responsible for vital functions including breathing, swallowing and mobility. Symptoms of MG are fluctuating and unpredictable, and patients can experience sudden, explosive onset of symptoms that requires urgent intervention to prevent a myasthenic crisis, a life-threatening deterioration of muscle weakness and respiratory failure requiring intensive care with mechanical ventilation. Day-to-day living for patients with MG is affected to such an extent that employment and working hours are impacted and caregiver support is needed. In addition, patients with MG, and the people who care for them, experience poor mental health. Generalised MG is associated with a substantial economic burden related to treatment costs, healthcare resource utilisation and loss of productivity for both patients and caregivers.
There are currently no specific NICE or NHS England guidelines and limited published information on the care pathway for patients with MG. The current approach is generally to commence treatment of gMG with cholinesterase inhibitors such as pyridostigmine. If treatment with cholinesterase inhibitors is not effective or only provides short term relief, corticosteroids (CSs) such as prednisolone are used. Non-steroidal immunosuppressive therapies (NSISTs) are offered in addition to steroids as current standard of care. In patients who do not respond to or become refractory to these standard treatments, the only currently available treatments on the NHS in the UK are chronic/maintenance intravenous immunoglobulins (IVIg) or plasma exchange (PLEX), prescribed in addition to standard care. However, IVIg and PLEX are not licensed for use in myasthenia gravis. IVIg and PLEX place a substantial burden on patients and caregivers and are costly to the healthcare system. In European countries there are up to five targeted treatments that are licensed, funded and available as options for patients with myasthenia gravis.
[bookmark: Zilucoplan]Zilucoplan

Zilucoplan is a C5 complement inhibitor with a dual mechanism of action. It can be self-administered at home by subcutaneous injection.
The effectiveness of zilucoplan in the treatment of gMG was evaluated in the Phase III double-blind, placebo-controlled RCT RAISE and the single-arm open-label extension RAISE-XT. Zilucoplan provides statistically significant and clinically meaningful improvements in the signs and symptoms of disease activity, and health related quality of life (HRQoL), with a fast onset of action (treatment effect of zilucoplan vs placebo was observed as early as Week 1) and durability of response (up to Week 120). A substantial proportion (38%) of patients in RAISE-XT reached minimal symptom expression (MSE), which is the absence or near absence of gMG symptoms. Zilucoplan may also reduce the need for CSs, with their associated side effects, as well as the need for rescue therapy (with IVIg or PLEX). Zilucoplan was also associated with a favourable safety profile and has other benefits, including convenient and readily accessible at-home subcutaneous self-administration.

Zilucoplan is licensed in the UK as an add-on to standard therapy in adult patients with gMG that is positive for acetylcholine receptor antibodies (AChRAb+ gMG). For the purposes of the current appraisal, zilucoplan was positioned for use in patients where:
· the disease has not responded to adequate treatment with CS and at least 2 NSISTs, or these options are contraindicated or not tolerated, and
· the disease is uncontrolled, as defined by a MG Activities of Daily Living (MG-ADL) score of ≥6 or a quantitative myasthenia gravis (QMG) score of ≥12, and
· an additional therapy such as IVIg or PLEX is being considered, or patients are being treated chronically with IVIg/PLEX.
[bookmark: Procedural_history_of_the_appraisal]Procedural history of the appraisal

A procedural history of the appraisal is provided in Appendix A to this letter.

[bookmark: Ground_1a:_NICE_has_failed_to_act_fairly]Ground 1a: NICE has failed to act fairly

[bookmark: 1(a).1._The_Committee’s_conclusion_that_]1(a).1. The Committee’s conclusion that zilucoplan adds an additional line to the treatment pathway was raised by the Committee only after ACM3, with the result that there was no opportunity for consultation on this key issue.
In February 2025, following ACM3, NICE notified the Company in an off-process phone call that the Committee remained unconvinced about certain issues including a new matter, namely whether zilucoplan and other targeted therapies (plural) would displace chronic (also referred to maintenance) IVIG and PLEX in the care pathway. This issue had not been raised at any earlier stage in the appraisal, despite two prior meetings of the Appraisal Committee and two versions of Draft Guidance.
This issue is addressed at paragraph 3.16 of the FDG which states,
“The Committee noted that zilucoplan is an add-on to standard treatment  so it adds an additional line to the treatment pathway” [emphasis added].
Standard treatment is defined at paragraph 1 of the FDG as including “surgery to remove the thymus gland, acetyl cholinesterase inhibitors, corticosteroids and non-steroidal immunosuppressive treatments (NSISTs)”.
At paragraph 3.4 of the second Draft Guidance, the Committee stated explicitly that zilucoplan, IVIg and PLEX are added-on to standard treatment:
“The committee noted that zilucoplan, IVIg and PLEX are intended to be used as an add-on treatment to corticosteroids and immunosuppressants”
However, following ACM3, the Committee’s position appears to have changed, such that it suggests that “standard treatment” includes chronic intravenous immunoglobulin therapy (IVIg) and plasma exchange (PLEX), with the result that zilucoplan represents an addition to the treatment pathway. This represents a major shift in the Committee’s position and is (in UCB’s view) patently incorrect:
· No explanation for the change in the Committee’s view of this appraisal is provided in the FDG and there is no new evidence

that justifies a change in approach.
· None of the prior analyses considered in this appraisal have proceeded on the basis now proposed by the Committee;
· The economic modelling considered by the Committee (both the analyses submitted by UCB and those submitted by the EAG and relied upon by the Committee) are not structured on the basis of the Committee’s new position;
· The new approach suggested by the Committee does not reflect the marketing authorisation for zilucoplan (in which the technology is indicated as an add on to standard care, comprising CSs and NSISTs – but not IVIG and PLEX)
· The Committee’s new positioning of zilucoplan, conflicts with the approach followed by NICE in multiple other appraisals of new therapies, which are added as an alternative option to existing treatments for the condition under consideration. For example, risankizumab was recommended as an option for treating plaque psoriasis if the disease has not responded to conventional treatments. The committee of the appraisal did not conclude that risankizumab will an addition to existing biologics or treatment pathway but rather an alternative option.
To the extent that NICE wishes to limit the number of additional therapies which may be received by a patient with gMG if standard of care is ineffective or contraindicated, that is not relevant to the assessment of zilucoplan versus IVIg or PLEX, the alternative treatments that would be considered at the same point in the treatment pathway.
The conclusion that zilucoplan should be viewed as adding an additional line to the treatment pathway makes a material difference to the ICER calculation. At paragraph
3.29 of the FDG, the Committee states:
“The committee recognised that the model estimates a modest QALY benefit and, because zilucoplan is an addition to the treatment pathway which is associated with substantial additional costs. This in effect generates a very high ICER.”
Fairness requires that a new approach to the positioning of zilucoplan and one that makes a substantial change to the cost effectiveness of the technology should not be introduced without input from clinical experts, appropriate consultation with stakeholders and, if appropriate, revised economic modelling. The introduction of a highly controversial conclusion in the FDG without any prior discussion with stakeholders is patently inconsistent with basic standards of fairness and NICE’s procedures . NICE has the ability to repeat consultation on draft guidance in accordance with paragraph 5.8.59 of its Manual and should have done so in this case.

[bookmark: 1(a).2._NICE’s_refusal_of_UCB’s_request_]1(a).2. NICE’s refusal of UCB’s request for technical engagement before the first meeting of the Appraisal Committee was procedurally unfair and has prejudiced the conduct of the appraisal.
The Company acknowledges that technical engagement is no longer a mandatory stage of the NICE process for conducting health technology evaluations (section 5.7.2 NICE’s Manual) and that NICE has a discretion as when technical engagement is required (section 5.7.2 of the Manual) although that discretion must be exercised fairly.
However, the purpose of technical engagement is to resolve key issues ahead of the Committee meeting (section 5.7.2 of the Manual). Generalised myasthenia gravis (gMG) is a rare disease with limited published data available and outdated UK treatment guidelines. Currently available treatments to UK patients via the NHS for gMG are used off-label, none have been licensed specifically to treat gMG and none have been appraised by NICE. These issues present a significant challenge, making the appraisal of new innovative technologies in gMG highly uncertain and complex. The treatment landscape in similar sized economies has moved on to researched and licensed targeted treatments for myasthenia gravis.
Six key issues were identified in the External Assessment Report (EAR) received by the Company. The Company therefore requested that technical engagement should take place. This request was denied.
However it was clear from the outset that technical engagement would help to address some of the complex issues associated with treatment of gMG, including the treatment pathways, modelling of comparators, and subsequent treatments. NICE however argued that the reasons given by UCB for requesting technical engagement were not “technical” matters that could be resolved by technical engagement. We disagree.
· The fact that gMG is a rare disease and one where NICE has limited prior experience is consistent with the fact that technical engagement is required to agree the general approach, treatment pathway and approach to modelling, as shown by the changes in the Committee’s position and draft recommendations right up to the FDG..
· While NICE had recently commenced appraisals of two other technologies, neither of which had been completed and both of which raised different issues to zilucoplan does not provide a reason for refusing technical engagement for zilucoplan. UCB was not a party to technical engagement on either product and the discussions and outcomes are not known to us.
· The fact that zilucoplan is compared with IVIg and PLEX, which comprise heterogeneous treatments not licensed for use in gMG raises technical issues which could have been resolved through technical engagement as demonstrated by the challenges completing indirect treatment comparisons acceptable to the Committee

By the time of ACM1, all six key issues remained unresolved. Three were resolved at either ACM1 or ACM2, however three issues remained unresolved following ACM3.
A fair procedure requires consistency across different appraisals save where justified by differences such as the conditions being treated, the types of technology or the data. However, while ravulizumab and efgartigimod are, like zilucoplan, targeted therapies indicated for the treatment of gMG. the appraisals for both technologies incorporated a technical engagement stage, whereas this was refused for zilucoplan. NICE’s reasons for an inconsistent approach to zilucoplan do not justify the decision or the inconsistency with other technologies and it meant that the opportunity to resolve issues (including those listed above) early was unfairly denied the Company
[bookmark: 1(a).3._The_Committee’s_decision-making_]1(a).3. The Committee’s decision-making in relation to subsequent treatment in refractory generalised myasthenia gravis lacks transparency and disregards the evidence available to the Committee
The second Draft Guidance issued following ACM2, requested UCB and NHS England to provide further information on the routine practice for subsequent treatment in the NHS. It also requested estimates for the proportion of people with refractory gMG (a) who switch from IVIg to PLEX and vice versa; and (b) who retreat with IVIg or PLEX following non-response.
· Following this request, UCB conducted expert elicitation in the form of individual structured interviews with four neurologists treating highly refractory gMG patients in specialist centres in England (Southampton, Oxford, Birmingham and Sheffield). The four experts provided estimates of the proportion of patients switching from IVIg to PLEX after non-response to IVIg and from PLEX to IVIg after non-response to PLEX. In each case one of the three (expert 3) provided much lower estimates of switching than the other three experts. UCB suggested using an average of the estimates from the four experts consulted with the aim of presenting a fair and reasonable approach for decision making by including all four respondents from the structured expert elicitation
· The EAG in contrast considered the data provided by the four experts and selected the responses of the expert who provided the lowest estimates (expert 3). No explanation was provided by the EAG for rejecting the estimates of experts 1,2 and 4 or for selecting expert 3.
· Paragraph 3.16 of the FDG documents NHS England’s response to consultation on the second Draft Guidance which states at paragraph 3.16 that “using PLEX after IVIg for maintenance treatment is fairly infrequent, and using IVIg after PLEX is also very rare and only for people who are seriously ill”. This response did not address the question of subsequent

treatment if there is no response to index treatment, but considered only the number of patients who would receive regular maintenance treatment with IVIg and PLEX (e.g. only a small number of patients (c4% of eligible patients) and provided no explanation of the basis for its evidence or how the figures had been obtained.
After considering this evidence the Committee referred to uncertainties in the expert elicitation submitted by UCB (which UCB believe are largely incorrect), variations in access to IVIg and PLEX and the differences between the estimations proposed by NHS England and by UCB and elected to rely on the estimation for the proportion of patients switching from IVIg to PLEX and vice versa preferred by the EAG, seemingly solely on the basis that this “is in between that of NHSE’s and the company’s”. This decision lacks transparency and disregards relevant evidence available to the Committee :
i. There is no explanation for the estimations proposed by NHS England, which are relied upon by the Committee to raise questions over the reliability of UCB’s expert elicitation. It is therefore unclear whether NHS England’s estimations are valid or relevant to the questions asked by the Committee and the Committee has failed to consider whether NHS England’s estimations are subject to all or any of the uncertainties identified (UCB believes incorrectly) by the Committee in relation to UCB’s expert elicitation.
ii. There is no explanation for the EAG’s selection of the estimation produced by expert 3 (an outlier) from UCB’s expert elicitation rather than the average of all four responses and this appears arbitrary
iii. The Committee’s decision to place equal weight on the estimations of NHS England (which is wholly lacking in transparency) and UCB (where the data are explained and supported by structured interviews with four experts in the treatment of refractory gMG all based in England) and to prefer the arbitrary selection of the estimation of one of these experts simply on the basis that it falls between the other two, fails to consider the reliability of the data and disregards the requirement for transparency and suitability for decision making.
iv. The Committee’s decision also disregards the evidence of Dr Leite, a clinical expert in this appraisal, who stated in response to consultation on the second Draft Guidance “patients who do not respond to IVIg will be treated instead with the other modality (PLEX) and vice versa; great majority of these treatments switch from one to the other treatment modality; only a very small proportion of patients will have no benefit of

both treatments”.
v. The Committee has additionally failed to take into account variability in PLEX and IVIg treatments, particularly the fact that PLEX may be administered centrally or peripherally and there are several different IVIg products available with varying efficacy, which means for example if a patient does not respond to one formulation a different one could be trialed.
The proportion of patients who switch from IVIg to PLEX and vice versa or who retreat with the same therapy, as incorporated in the economic model, makes a substantial difference to the ICER calculation and whether zilucoplan is considered to be cost effective. In these circumstances the requirement for transparency is high. If the Committee was uncertain regarding the evidence on subsequent treatments submitted by NHS England and by UCB, the appropriate response would have been a further period of consultation. However, the assessment set out in the FDG, with weight placed by the Committee on unexplained and unsupported evidence together with unexplained rejection of the expert elicitation submitted by UCB, is unfair.


1(a).4 In referring to uncertainties, the Committee has failed to take into account the fact that IVIg and PLEX are not licensed for the treatment of gMG and that data for their use in this indication are very limited together with the perverse implications of negative guidance for zilucoplan
The Committee considers the relative effects of zilucoplan and IVIg and PLEX at paragraphs 3.9 – 3.11 of the FDG. It notes that there are no head to head studies between zilucoplan and IVIg or PLEX and refers to the very extensive efforts made by UCB to compare the treatment effects using various types of indirect comparisons.
Ultimately the Committee concludes
“On balance the committee decided that the MG-ADL response rate informed by the bivariate NMAs at the third committee meeting was appropriate for decision making but there are uncertainties”
This conclusion reflects the Committee’s views at paragraph 3.26 of the FDG there is a “high level of uncertainty in the evidence”. However, while the Committee referenced the “uncertainties” in the indirect treatment comparison at paragraphs 3.11 and 3.28, there is no recognition that such uncertainties are principally due to the fact that IVIg and PLEX are not licensed for the treatment of gMG, there are substantial variabilities in these therapies (e.g. PLEX may be administered centrally or locally and there are a number of IVIg products manufactured by different companies) and there are accordingly only very limited data for their use in this indication. This is an issue that may not readily be resolved by UCB or the manufacturer of any new targeted therapy for gMG, as the treatment pathways for MG in many countries across Europe and beyond, now focus on licensed targeted therapies and not IVIg and PLEX . In circumstances where IVIg and PLEX are not licensed for use in gMG it is questionable at best whether any clinical trial should ethically include such therapies as comparators and in these circumstances a manufacturer has no option but to attempt indirect

treatment comparisons using the limited data available. The Committee does not appear to have recognised the challenges associated with such an approach in the FDG.
In addition, the consequence of an approach that focusses on the inevitable uncertainties associated with a comparison with unlicensed treatments associated with very limited data is that patients will be deprived of a new treatment associated with proven clinical benefits and will be required to continue use of unlicensed treatments for which the benefits are uncertain and which will almost certainly never be licensed for use in MG, where the costs (including in terms of NHS resources) are likely to be substantial. While UCB does not suggest that this perverse outcome should be determinative in the current appraisal, it is certainly a factor that should be taken into account when guidance is finalised.
1(a).5 The Committee’s approach to consideration of uncaptured benefits lacks transparency and appears incomplete
At paragraph 3.31 of the FDG, the Committee refers to benefits of zilucoplan that have not been captured in the economic modelling, namely the possibility for convenient home treatment, reduction in NHS resource use, and reduction in corticosteroid use. The Committee concludes:
“Considering the entirety of the evidence and uncertainty involved, the committee concluded that it would consider the additional utility decrements associated with corticosteroid use and the impact of zilucoplan on carers qualitatively in its decision making (see section 3.20 and section 3.22)”.
However the assessment by the Committee disregards important uncaptured benefits and lacks transparency.
· While paragraphs 3.20 and 3.22 refer to qualitative consideration of benefits of zilucoplan, there is no explanation of how this has been achieved or if uncaptured benefits have been considered at all. This is not consistent with a fair procedure. In particular, the wording of the FDG provides no reassurance to stakeholders that these important benefits (including those reflected in extensive feedback from patients in response to consultation) have in fact been taken into account and, if they have how they have been taken into account and whether this is fair.
· Further uncaptured benefits of zilucoplan treatment have not been recognized at paragraph 3.31 and have not been taken into account by the Committee. One example is the achievement of minimal symptom expression (MSE) which has been rejected by the Committee at paragraph 3.14 from inclusion in the economic modelling on the grounds of uncertainty. While it is UCB’s firm view that this decision is unreasonable, it is clearly the case that if MSE benefits are excluded from modelling, they must be considered as an

uncaptured benefit. That has not been done.
In summary, there are a number of important uncaptured benefits of zilucoplan which should be considered in this appraisal. This is not simply a “tick box” exercise, but requires proper consideration by the Committee and explanation of how such matters have been taken into account and reflected in the ultimate conclusions reached. No such explanation has been provided in the FDG.


Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
2.1. [bookmark: 2.1._The_Committee’s_preferred_comparato]The Committee’s preferred comparator of a ‘basket of standard care’ is unreasonable in view of the target population for zilucoplan and its proposed position in the treatment pathway
At paragraph 3,4 of the FDG, the Committee considers comparators for this appraisal and concludes:
“….during the first committee meeting the committee concluded that a ‘basket’ of standard care is consistent with the NICE scope, is more reflective of NHS practice and is the relevant comparator. The committee also agreed with the EAG that corticosteroids and NSISTs should be included in both arms, and that the proportion of people having each treatment could be taken from the EAMS population”.

This approach however does not reflect the marketing authorisation for zilucoplan or the target population accepted by the Committee at paragraph 3.3 of the FDG. It is therefore unreasonable.
The marketing authorisation for zilucoplan states that it is indicated “as an add-on to standard therapy for the treatment of generalised myasthenia gravis (gMG) in adult patients who are anti-acetylcholine receptor (AChR) antibody positive”. Standard therapy as defined for the purpose of the RAISE trial which formed the basis for the marketing authorisation comprised acetyl cholinesterase inhibitors, CSs and NSISTs.
This is consistent with paragraph 3.4 of the FDG which states
“The committee noted that zilucoplan, IVIg and PLEX are intended to be used as add-on treatment to corticosteroids and NSISTs”
In other words, zilucoplan, IVIg and PLEX are alternative treatment options for patients with gMG for whom standard therapy has failed to provide adequate symptom control. This has been confirmed in evidence provided to the Committee by clinicians (see paragraph 3.2 of the FDG) and by clinical experts.
In circumstances where zilucoplan would not displace standard treatment with CSs or NSISTs but would potentially replace IVIg or PLEX in people whose condition does not improve with standard treatment alone, IVIg and PLEX are the only relevant

comparators for zilucoplan and the appropriate economic analysis comprises pairwise comparisons between zilucoplan and IVIg and zilucoplan and PLEX.
This is consistent with Section 4.10.8 of the Manual, which states that:
“Pairwise comparisons may be presented when relevant and justified (for example, when the technology is expected to specifically displace individual comparators)”.
In contrast, use of a “basket” which includes standard treatments (CSs and NSISTs) that are not expected to be displaced by zilucoplan does not reflect the agreed target population for zilucoplan and conflicts with clinical expert evidence is unreasonable.
To illustrate the perversity of the Committee’s conclusion about the appropriate comparator, if a new IVIg formulation becomes available to the NHS at a price 10% cheaper with an efficacy 10% higher than the original IVIg, it would not be cost-effective against the standard of care basket under the committee’s preferred assumptions. This is clearly an unreasonable outcome.
2.2. [bookmark: 2.2._The_Committee’s_conclusion_that_zil]The Committee’s conclusion that zilucoplan adds an additional line of therapy to the treatment pathway for generalised myasthenia gravis is unreasonable
At appeal point 1(a).1 UCB raises the Committee’s conclusion that zilucoplan adds an additional line of therapy to the treatment pathway for gMG, introduced for the first time after ACM3 and without consultation, as procedurally unfair. Through this appeal point
2.2 UCB challenges the conclusion of the Committee on the basis that this is also unreasonable. The background facts set out at appeal point 1(a).1 are also relevant here and are relied upon but not repeated.
The statement at paragraph 3.16 of the FDG stating “ “zilucoplan is an add-on to standard treatment and so it adds an additional line to the treatment pathway” suggests that zilucoplan would be added to treatment with either IVIg or PLEX. The statement in the FDG was clarified by NICE in a communication
“There is a fundamental difference between committee’s and UCB’s view of the treatment pathway. UCB considers that zilucoplan/ rozanolixizumab would replace IVIg and PLEX, whereas the committee consider that zilucoplan/ rozanolixizumab would be added to the sequence (as indicated in the marketing authorisations) adding more costs to an expensive treatment sequence”
Th statement at paragraph 3.16 of the FDG, as clarified in the communication from NICE is incorrect. Firstly, the marketing authorisation for zilucoplan states that the product “is indicated as an add-on to standard therapy for the treatment of generalised myasthenia gravis (gMG) in adult patients who are anti-acetylcholine receptor (AChR) antibody positive”. Standard therapy as defined in the RAISE clinical trial, which formed the basis for the marketing authorisation comprised acetyl cholinesterase inhibitors, CSs and NSISTs.

This situation is reflected in the evidence available to the Committee, which is that zilucoplan would be an alternative treatment option to maintenance IVIg or PLEX for people whose condition does not improve with standard treatment alone; i.e. it would displace or replace the use of IVIg or PLEX in the care pathway. This position is confirmed at various points in the FDG:
· Paragraph 3.2: “The clinical experts explained that zilucoplan would be used as an alternative to long-term maintenance IVIg or PLEX…" [emphasis added]
· Paragraph 3.3:”….the committee agreed that the company’s revised target population that specifies the condition has not responded to adequate treatment with steroids and at least two NNSISTs or these options are contraindicated or not tolerated reflects those who would have zilucoplan in the NHS and was appropriate”.
In addition, the clinical data which formed the basis for the marketing authorization for zilucoplan and was submitted to NICE is consistent with this position in the treatment pathway. Maintenance IVIg and PLEX were both disallowed as concomitant therapies in RAISE and RAISE-XT (apart from use for acute management of exacerbation or crisis, which falls outside of the marketing authorisation for zilucoplan and the final scope for this STA).
In summary, the evidence available to the Committee from clinical experts from UCB and consistent with the clinical trial data, was that zilucoplan would be used as an alternative to IVIg or PLEX and not in addition to those treatments. While this seems to be accepted at parts of the FDG, following ACM3, which is inconsistent with those conclusions and is not supported by any identified evidence. To that extent, the conclusions in the FDG that zilucoplan would be used as add on treatment to IVIg or PLEX are unreasonable.
2.3. [bookmark: 2.3._The_Committee’s_conclusion_that_the]The Committee’s conclusion that the subsequent treatments for the zilucoplan arm in the economic model should be informed by the efgartigimod full EAMS cohort whereas the comparator basket is informed by a different data source is inconsistent and unreasonable
At paragraph 3.27 of the FDG, the Committee states that it prefers “using the EAG’s approach of modelling subsequent treatment.” This assumes that the proportion of patients receiving subsequent IVIg, PLEX, and standard of care (corticosteroids [CSs] and NSISTs] for zilucoplan should be the same as the proportion of patients initially receiving IVIg and PLEX in the comparator basket arm. However the Committee has stated that the source of data for the zilucoplan arm should be the efgartigimod full EAMS cohort (which does not accurately reflect the target population for zilucoplan) and for the comparator basket arm, the source of data should be
expert 3 from UCB’s expert elicitation
The Committee’s approach is inconsistent with the preferred approach deemed reasonable for efgartigimod’s appraisal. It was stated in section 3.15 of the efgartigimod FDG that “the committee agreed the most reasonable approach would model the same proportions of people having plasma exchange and IVIg in both

arms. That would mean that people who stop efgartigimod would have the same sequence of IVIg and plasma exchange as the comparator arm.”
As the Committee has decided to compare zilucoplan against IVIg, PLEX, and SoC only as a blended comparator basket instead of a direct comparison, the assumption is that zilucoplan would be an alternative option to the comparator basket. Therefore, it is reasonable for the subsequent treatment basket to be the same in both arms, as described by the efgartigimod appraisal committee.
As stated, the approach to determination of the subsequent treatments basket makes a material difference to the ICER calculation for zilucoplan. NICE is committed to a consistent approach unless justified by the data. Therefore the Committee should have adopted the same approach to that followed with efgartigimod or explained why the approach to the two technologies should be different. No such explanation has provided by the Committee in this case, with the result that the inconsistency is arbitrary and unreasonable.


2.4 The Committee’s conclusion that UCB’s expert elicitation had several uncertainties is unreasonable
At paragraph 3.16 of the FDG, the Committee referred to the expert elicitation addressing subsequent treatment in refractory gMG obtained by UCB and submitted in response to consultation on the second Draft Guidance. The Committee stated:
“The committee was aware that the cost-effectiveness estimates are highly sensitive to the proportion switching from IVIg to PLEX and vice versa. It understood this is an area where there is a lack of evidence. It recalled that both the company and EAG based their analysis on the company’s expert elicitation, which had several uncertainties. These include:
· the lack of reporting of declaration of conflicts of interest of the recruited clinical experts
· it is unclear whether the clinical expert opinion is representative of UK MG centres
· the potential influence on clinical expert responses depending on the method of expert elicitation (individually or as a group)
· some results reported quantitatively may lack accuracy given some clinical experts found it difficult to answer some questions
· not all clinical experts were able to respond to all questions”.
However UCB was not made aware of, or given an opportunity to clarify or comment on, any of the ‘uncertainties’ identified by the Committee and the listed reasons for concluding that the expert elicitation had uncertainties are unreasonable in light of the evidence available to the Committee. In particular:
· UCB’s expert interviews report provided to NICE states “the experts included were all consultant neurologists experienced in treating refractory generalised

myasthenia gravis (gMG) and practising in MG specialist centres in England”. They were accordingly representative of UK MG centres
· Details of the method of expert elicitation used in the interviews (individually or as a group) were provided in the expert interviews report, namely that “UCB conducted individual 1-hour interviews”.
· While some clinical experts found it difficult to answer some questions, this did not apply to any of the questions relating to the proportions of patients receiving subsequent treatment following non-response to IVIg, PLEX and zilucoplan, which were answered in their entirety by all experts.
[bookmark: In_summary_therefore,_UCB_was_given_no_o]In summary therefore, UCB was given no opportunity to respond to any of the criticisms made of the expert elicitation, however the only issue raised by the EAG which is not addressed in the expert interviews report itself is that relating to conflicts of interest, which was not raised with UCB either at the time the data were submitted or at ACM3. In these circumstances the overall conclusion of the Committee
[bookmark: 2.5._The_exclusion_of_minimal_symptom_ex]2.5. The exclusion of minimal symptom expression is unreasonable in the light of the clinical trial data and expert elicitation submitted
At paragraphs 3.13 and 3.14 of the FDG, the Committee considers the inclusion of minimal symptom expression (MSE) in the economic model. The Committee’s reasons for deciding not to include MSE in the economic modelling are difficult to discern, however, ultimately at paragraph 3.14 the Committee concludes:
“The committee understood that MSE may be clinically relevant, but it considered the company’s assumption that reaching MSE leads to people remaining in the ‘continued response’ health state uncertain. It was concerned with the company’s assumption that MSE would last for the lifetime of the model given the lack of evidence and the caveats noted by company’s expert elicitation, which stated that MSE does not necessarily imply the absence of symptoms, that is an MG-ADL score of 1 could be accompanied by symptoms which could impact on health related quality of life. It was also concerned how MSE was implemented in the company’s model because it does not connect to the ‘loss of response’ health state, nor impact time on treatment. Given these uncertainties, the committee considered that the company had not incorporated MSE into the model appropriately. It concluded that MSE should be removed from the model”
The conclusion of the Committee is unreasonable for the following reasons:
· Clinical expert opinion is that MSE is used clinically as a treatment goal in gMG and is a clinically relevant outcome (paragraph 3.13 of the FDG), and it is clearly the ultimate treatment goal for patients (and caregivers).
· In contrast to the Committee’s statement at paragraph 3.14 of the FDG, UCB did not model MSE as an absence of symptoms but used an MG-ADL score of 0.5, which is used

to calculate utilities. The Committee was provided with robust clinical data on the proportion of patients reaching MSE (an MG-ADL score of 0 or 1) while receiving zilucoplan, from a clinical trial open-label extension, RAISE-XT. These data show that taking zilucoplan results in a substantial proportion of patients reducing their MG-ADL score to 0 or 1, leading to the utility values for the continued response state at ~95% of the average UK general population, i.e. near to but not at ‘normal’ (Table 1). Importantly therefore, the impact of a MG-ADL score on HRQoL is taken into account in the modelling.
· The Committee’s statement that “an MG-ADL score of 1 could be accompanied by symptoms which could impact on health related quality of life” is speculative and does not reflect the evidence from clinicians treating patients with gMG. The expert elicitation submitted by UCB in response to consultation on the second Draft Guidance confirmed that, while patients may experience some mild symptoms in MSE these do not impact their daily or professional activities or QoL UCB is aware of no basis for the Committee’s conflicting conclusion

Table 1: Utility values in continued response health state compared with average UK general population over the first 10 years of the model

	
Age
	Utility scores – UK general population
	Utility	scores	– Continued response

	52
	0.85802557
	0.819026

	53
	0.85428087
	0.81543

	54
	0.85046977
	0.81177

	55
	0.84659227
	0.808046

	56
	0.84264837
	0.804257

	57
	0.83863807
	0.800404

	58
	0.83456137
	0.796487

	59
	0.83041827
	0.792505

	60
	0.82620877
	0.788459

	61
	0.82193287
	0.784348

	62
	0.81759057
	0.780172





· There is evidence from both RAISE-XT and clinical expert elicitation that, once MSE is reached, patients would be

expected to remain in that state and this is therefore a reasonable assumption. UCB do not have lifetime data for zilucoplan nor the comparators (this is not available at the time of launch for any treatment and an unreasonable expectation even more so for a rare disease). However, in the modelling, patients only remain at MSE until exacerbation or crisis, at which point they move to the uncontrolled health state and discontinue treatment.. This assumption is used consistently across all treatment arms and also for the ‘stable response’ health state, so it is unclear as to why it would not also be accepted for the ‘continued response’ health state. In summary, the evidence available to the Committee is that once MSE is reached, patients would be expected to remain in that state. However patients do not remain in MSE for the lifetime of the model but only until exacerbation or crisis, at which point they move to the uncontrolled health state and discontinue treatment.
· For completeness, there are multiple references to the economic modelling in paragraphs 3.13 and 3.14 in relation to MSE, which are incorrect. By way of example:
· At paragraph 3.13 the FDG states that “the EAG noted that in addition to its impact on the transition probabilities of people moving into the ‘continued response’ health state, inclusion of MSE in the model also impacted on corticosteroid costs and utility decrement associated with corticosteroid use in the model.” This is incorrect – MSE does not inform any transition probabilities, simply the distribution of patients in the ‘response’ state in ‘continued response’, ‘stable response’ and ‘loss of response’.
· At paragraph 3.14 the FDG incorrectly states that “the committee noted while MSE determines response status in the model and the transition from the ‘continued response’ to ‘stable response’. However, there are no transitions between continued and stable response health states in the model, and MSE informs the distribution of patients (not transition ratios).
· At paragraph 3.13 the FDG states that the EAG considered there was a “lack of justification for the Company’s assumptions”. However the Committee was provided with robust clinical data for the proportion of patients reaching MSE while receiving zilucoplan, expert elicitation to inform the proportions of patients on IVIg, PLEX, and SoC (CSs and NSISTs only), robust clinical data and expert elicitation to support that once reached, patients at MSE would

remain in that state, an updated cost-effectiveness model with clear calculations, and descriptions of how MSE was incorporated into the model.
In the above circumstances, MSE is not only an important clinical outcome for patients, it is supported by substantial data in the economic modelling and the Committee’s explanations for rejecting this benefit are inconsistent with the available data or otherwise unreasonable.
[bookmark: 2.6_The_use_of_the_overall_EAMS_cohort_t]2.6 The use of the overall EAMS cohort to determine the proportion of people on treatments in the “standard of care basket ” disregards the views of the authors of the published paper, expert opinion and is inconsistent with the target population for zilucoplan and its position in the treatment pathway
At paragraph 3.5 of the FDG, the Committee considers the proportion of people on various treatments in the basket of care comparator and concludes:
“It considered that a relatively larger sample size of the overall cohort may be more representative of how refractory gMG would be classified in practice, having in mind that there is no standardised criteria or mandatory definition of refractory gMG in clinical practice or guidelines”,
And:
“Recognising there may be variations across centres in identifying refractory gMG, the committee considered that the identification of refractory gMG in the overall [efgartigimod] EAMS cohort (n=48) may more closely reflect the identification of refractory gMG for treatment with zilucoplan in the NHS. It therefore concluded that that the overall EAMS cohort is appropriate to inform the proportion of people on treatment in the ‘basket’ of standard care”.
However use of the overall efgartigimod EAMS cohort for this purpose is not consistent with zilucoplan’s target population or with expert opinion addressing the way in which zilucoplan will be used in the NHS in England. The inclusion of these data as a primary source of clinical evidence in the zilucoplan model is therefore unreasonable.
· The starting point for any determination of relevant comparators is the target population for zilucoplan. This is defined at paragraph
3.3 of the FDG:
“• the condition has not responded to adequate treatment with steroids and at least 2 NSISTs, or these options are contraindicated or not tolerated, and
· the condition is uncontrolled, as defined by an MG-ADL score of 6 or more or a QMG score of 12 or more, and
· an additional therapy such as IVIg or PLEX is being considered, or the gMG is being treated chronically with IVIg or PLEX.”
· The target population defined at paragraph 3.5 of the FDG was accepted by the clinical experts, the patient expert and by the

Committee as appropriate.
· The full EAMS cohort does not reflect the agreed target population for zilucoplan.
· The definitions of the patient population used in the EAMS publication are imprecise and do not consistently reflect the target population for zilucoplan:
· active disease despite treatment with at least two trials of immunosuppressant agents
· not responded to ≥2 non-steroidal immunosuppressant agents who were intolerant or ineligible for such therapies and those patients who were dependent on IVIG and TPE
· AChR-antibody-positive generalized disease that was not adequately controlled on standard therapies
· Only 77% of the total EAMS cohort were defined as refractory (some participants were only on one NSIST, CS or no treatment); the clinical experts who were involved in the EAMS confirmed at ACM3 that not all the patients were refractory.
· The Committee states at paragraph 3.5 of the FDG that the assertion that 77% (37/48) of people in the EAMS cohort were designated as having refractory gMG was a determination by UCB. This is incorrect, it was the authors of Dionisio et al (2024), which reported on the EAMS data who made this determination, stating that 77% of participants were designated as refractory.
· The version of the EAMS cohort, revised by UCB to remove individuals not considered to have refractory gMG is more closely aligned with the target population for zilucoplan as confirmed by a clinical expert at ACM3.
· The Committee has not explained why a larger sample size of patients who do not reflect the target population for zilucoplan is relevant to this appraisal.
· In response to consultation on the Draft Guidance, the EAG agreed that the revised EAMS cohort was appropriate. No reason has been provided for the subsequent change in its position in the absence of new evidence.


In summary, the Committee’s conclusion that the full EAMS cohort should be used for the purposes of determining the proportion of people on treatments in the basket of care comparator disregards the conclusions of the authors of the EAMS paper that only 77% of participants had refractory gMG and the views of the clinical expert that the revised EAMS cohort is more appropriate. In addition, by stating that “It considered that a relatively larger sample size of the overall cohort may be more representative of

how refractory gMG would be classified in practice, having in mind that there is no standardised criteria or mandatory definition of refractory gMG in clinical practice or guidelines”, it failed to give any consideration at all to the inconsistency between position in relation to the EAMS cohort and its earlier acceptance (at paragraph 3.3 of the FDG) of a tight definition of the target population for zilucoplan.
[bookmark: 2.7._It_is_unreasonable_to_use_Lee_et_al]2.7. It is unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan
At paragraph 3.24 of the FDG, the Committee considers the cost of corticosteroid use and stated:
“[The Committee] concluded that corticosteroid costs informed by Lee et al and applied equally in the zilucoplan arm and the basket of care arm in the economic model is appropriate”.
Lee et al is a US study investigating gender differences in prednisone adverse effects. It has a number of serious limitations, including that there were no data on patients who did not receive prednisone, making it difficult to distinguish between adverse effects caused by prednisone and adverse effects caused by MG, the fact that severity of adverse effects are not specified and costs according to dose were not included. The limitations of the paper were flagged by the EAG during the appraisal of efgartigimod, and they chose to exclude it from their base case. No explanation has been provided to justify a different approach in the appraisal of zilucoplan where Lee et al is even less appropriate to use to inform the modelling for zilucoplan, because of issues identified at paragraph 3.24 of the FDG and the different structure of the model for zilucoplan versus efgartigimod. These issues are set out below:
· There is an absence of data in Lee et al on adverse events for people not having corticosteroids:
· This is reported in the paper by Stirnadel et al proposed by UCB, with the result that such effects can be accounted for in the calculations.
· The severity of adverse events is not specified in Lee et al:
· This is accounted for in Stirnadel et al by reporting an overall cost per dose range, which negates the need for the severity of adverse events to be reported and also better informs the zilucoplan cost-effectiveness model
· Costs according to corticosteroid dose were not stated in Lee et al
· These costs are reported in Stirnadel et al and can therefore inform the zilucoplan cost-effectiveness model
While the disease under consideration in Stirnadel is SLE rather than gMG, UCB addressed this by taking the costs of patients receiving no CS treatment from the costs incurred by the CS group, thereby removing the disease-specific costs from the equation.
The Stirnadel et al publication therefore addresses key limitations of the Lee et al publication and better informs the zilucoplan cost-effectiveness model, with the added benefit of being a UK study (versus US for Lee et al).

Paragraph 3.24 of the FDG states that UCB agreed to use costs from Lee et al in future analysis. This is incorrect. UCB have maintained throughout that Stirnadel et al provide the most relevant data for this appraisal and this economic model. The Company provided a scenario analysis using Lee et al. on request from NICE.
In summary, the Committee’s reliance on Lee et al in the context of the identified limitations rather than the Stirnadel paper, which is based on UK data and contains further detail of CS usage, is unreasonable.


[bookmark: 2.8_It_is_unreasonable_to_exclude_a_util]2.8 It is unreasonable to exclude a utility increment for the self-administration of zilucoplan (a self- administered treatment away from the hospital setting).
At paragraph 3.21 of the FDG, the Committee considers the inclusion of a utility increment to reflect the fact that the introduction of zilucoplan would mean that eligible patients with gMG would experience a quality of life benefit as a result of the fact that subcutaneous zilucoplan may be given at home and, in contrast to IVIg and PLEX, does not require in-hospital administration.
In response to consultation of Draft Guidance, UCB submitted a revised model which included a utility increment of 0.05 per administration to account for the HRQoL benefit of subcutaneous self-administration of zilucoplan compared to in-hospital administration of IVIg and PLEX. UCB referred to various studies of treatments for other conditions to support inclusion of a utility increment, however the FDG states that the EAG rejected these studies on the basis that they
“…referred to different modes of administration other than subcutaneous self-administration (for example oral administration, infusions) so the EAG preferred to remove this utility increment for subcutaneous self-administration of zilucoplan from its base case”.
The Committee then concluded that:

“…it was more appropriate to consider that the benefits of at-home administration are from the implied avoidance of in-hospital administration of IVIg and PLEX and the associated impacts that these treatments often have on quality of life. It therefore considered that, if appropriate to include this uncaptured benefit should be incorporated as a utility decrement for IVIg and PLEX rather than a utility increment for zilucoplan”
The approach of the Committee is unreasonable for the following reasons:

· The Committee has provided no explanation for its conclusion that it is “more appropriate” to address the benefits of home administration as a decrement of IVIg and PLEX rather than an advantage of zilucoplan even though it is the benefits and costs of zilucoplan relative to comparators that are undergoing

appraisal. In the absence of adequate reasons, the Committee’s decision is arbitrary.
· The explanation given by the EAG for its decision that evidence relating to utility increments associated with other technologies should be disregarded lacks credibility. The key consideration is the use of at home rather than in-hospital administration and the principle may be illustrated through technologies administered through routes other than subcutaneous injections. To suggest otherwise is unreasonable.
· Importantly, in other appraisals, NICE committees have reflected the benefit of at home rather than in-hospital administration through the inclusion of a utility increment for the technology undergoing appraisal rather than a utility decrement for the comparator. For example:
· HST 5: Eliglustat for treating type 1 Gaucher disease

In summary, NICE is required to adopt a procedure that is consistent across appraisals. If it is necessary to use procedures that are inconsistent, the reasons for this must be justified. In this case, the Committee has elected to reflect the benefits of at home administration versus in-hospital administration through a utility decrement for IVIg and PLEX rather than a utility increment for zilucoplan, even though it is the benefits and costs of zilucoplan and not its comparators that are under consideration in this appraisal. This approach conflicts with that adopted in other appraisals where new technology is associated with similar benefits. No explanation to justify the inconsistency has been provided and this is therefore unreasonable.
[bookmark: Conclusion]Conclusion

[bookmark: The_determination_of_this_appeal]The determination of this appeal

UCB requests that this appeal be determined at an oral hearing.

[bookmark: Requested_outcome]Requested outcome

UCB thanks the Appeal Panel for considering this appeal and requests that the appraisal of zilucoplan for gMG is returned to the Technology Appraisal Committee for consideration at a further meeting with the following directions:
· That a technical engagement meeting should take place before the Committee meeting with a view to addressing all outstanding issues
· That consultees should be permitted to respond to the current FDG by way of consultation
· That standard treatment/SoC alone is not an appropriate comparator for this appraisal and should be rejected from consideration.
· That zilucoplan does not constitute a new line of therapy but rather represents an alternative to IVIg or PLEX

· That the economic analysis should involve pairwise comparisons with IVIg and PLEX rather than a “basket” of standard care.
· That MSE should be taken into account in the economic modelling
· That the Committee should provide transparency in relation to its approach to subsequent treatments and should use the same sources for both the zilucoplan and comparator arms
· That the full EAMS cohort is not a reasonable approach to determination of treatments taken by individuals who would receive zilucoplan in NHS practice.
· That the benefits of zilucoplan in terms of at home administration versus in-hospital administration should be taken into account through the addition of a utility increment in the economic model.
· That the Committee should take into account all uncaptured benefits of zilucoplan and provide an explanation of how this has been achieved.
· That in reaching its conclusions, the Committee should take into account the limited data relating to the unlicensed comparators (IVIg and PLEX) and the perverse consequences of a negative recommendation that promotes use of alternative therapies which are not cost effective.

Yours sincerely
XXXXXXXXXXXXXX
XXXXXXXXXXXX
General Manager UK & Ireland UCB Pharma Limited

Appendix A – Procedural history of the appraisal


	23 March 2023
	UCB invited to participate in the draft scope consultation

	24 April 2023
	UCB submits response to the draft scope consultation

	14 September 2023
	Decision problem meeting with NICE. UCB explained the intention to model more than one base case scenarios involving a pairwise comparison vs IVIg, and with
efgartigimod and ravulizumab (subject to NICE approval)

	28 September 2023
	Final scope published on NICE website

	28 September 2023
	UCB invited to participate in the appraisal

	26 October 2023
	Check-point meeting with NICE. UCB further reiterated the intention to compare zilucoplan directly with IVIg/PLEX, efgartigimod and ravulizumab (subject to NICE approval) in line with the optimised target
population (refractory) and clinical feedback

	30 November 2023
	Company evidence submission to NICE

	19 December 2023
	UCB receives External Assessment Group (EAG) clarification questions

	15 January 2024
	Zilucoplan is granted UK marketing authorisation

	17 January 2024
	UCB submits responses to EAG clarification questions

	07 February 2024
	UCB submit formal request to NICE for technical engagement

	26 February 2024
	Technical engagement request denied

	19 April 2024
	NICE inform UCB that the Appraisal Committee Meeting (ACM) scheduled for 9 May 2023 would be changed to 13 June 2023 and that the appraisal committee would also change from Committee D to Committee B

	10 June 2024
	Committee papers received from NICE

	13 June 2024
	First Appraisal committee meeting (‘ACM1’)

	24 June 2024
	First Draft Guidance (DG1) issued for consultation

	24 July 2024
	UCB receives notification that ACM2 will be moved to 9 October 2023. This is because the EAG feels the Company need additional time to respond to DG1 and that the EAG would also need longer than normal time to
fairly critique the Company’s response to DG1

	23 August 2024
	Company submits responses to DG1 consultation

	07 October 2024
	Committee papers and slides sent to UCB ahead of ACM2




	9 October 2024
	Second Appraisal Committee Meeting (ACM 2)

	11 October 2024
	UCB sends further clarification to NICE after ACM2. The issues clarified included: CODA/PSA analysis, minimal symptom expression (MSE), response rate for SoC basket, utility decrement for corticosteroids and utility increment for home administration of zilucoplan, costs of corticosteroids, modelling of subsequent treatment, and inclusion of IVIg in the baseline risk-adjusted network meta-analysis (NMA)

	15 October 2024
	Post-ACM2 meeting with NICE

	7 November 2024
	Second Draft Guidance (DG2) issued for consultation

	12 November 2024
	Company wrote to NICE to correct factual errors in the DG2 ahead of publication

	06 December 2024
	Submission of responses to consultation on DG2 document

	13 December 2024
	Company receives EAG/NICE clarification questions on the Company responses to DG2 document

	17 December 2024
	DG2 response clarification questions meeting with NICE

	24 December 2024
	Submission of Company responses to consultation on DG2

	31 January 2025
	Committee papers and ACM3 slides sent to UCB

	05 February 2025
	Third Appraisal Committee Meeting (ACM3)

	10 February 2025
	Meeting with NICE project director to discuss NICE preferred assumptions. In the meeting, NICE informed company they need to get the EAG to run the model with preferred assumptions and may not have that back in time

	27 February 2025
	UCB and stakeholders informed that for operational reasons NICE is unable to provide the outcome of ACM3

	2 April 2025
	NICE wrote to UCB stating that the Guidance Executive had decided to pause the appraisal of zilucoplan until efgartigimod appeal outcome is known, because NICE believed the efgartigimod appeal covered several themes that could be consequential for the appraisal of zilucoplan
(and rozanolixizumab). 1) These specific points being




	
	upheld – zilucoplan could be brought back to the committee
2) The appeal points dismissed – NICE would ask Guidance Executive to approve release of a negative FDG for zilucoplan

	6 May 2025
	Efgartigimod NICE STA Appeal hearing

	4 June 2025
	Appeal decision issued in efgartigimod appraisal: appeal dismissed

	6 June 2025
	UCB submits response to confidential check along with factual errors in the EAG critique of the Company response to the DG2 and committee slides

	13 June 2025
	UCB informed factual accuracy check on the EAG critique is not part of the NICE process so NICE will not action the errors in the EAG critique

	19 June 2025
	FDG issued
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