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

4 August 2025

Dear Dr Chakravarty,
Appeal against the Final Draft Guidance (FDG) for zilucoplan for treating antibody positive generalised myasthenia gravis [ID4008]
Thank you for your initial scrutiny letter dated 21 July 2025, in which you provide your preliminary views in relation to the admissibility of the points of appeal set out in UCB’s letter of appeal dated 10 July 2025.

We welcome your conclusion that certain of our appeal points may proceed to an oral hearing. However we strongly disagree with your preliminary view that other appeal points should not be heard by the Appeal Panel. We therefore provide below further elaboration and/or clarification in relation to these matters as suggested in your letter.

Ground 1

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
Your initial scrutiny letter expresses the preliminary view that this point of appeal should not be referred to the Appeal Panel. The reasons for this conclusion are, you say:
· The Committee consistently refers to zilucoplan as an add-on treatment throughout drafts of the guidance.
· A similar appeal point was considered and dismissed by the Appeal Panel in the appeal relating to TA1069
Zilucoplan is authorised as an add on to standard treatment for generalised myasthenia gravis defined, consistent with the clinical trial programme, as comprising cholinesterase inhibitors, corticosteroids (CSs) and/or non-steroidal immunosuppressive therapies (NSISTs). It is therefore added to (i.e. prescribed with) standard treatment as an alternative to other therapies for refractory
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patients, namely intravenous immunoglobulins (IVIGs) or plasma exchange (PLEX), which are also prescribed as add on to (i.e. with) standard treatment. (There is disagreement between UCB and the Committee about which products should be compared with zilucoplan as raised in appeal point 2.1, but that is a separate issue.) This positioning of zilucoplan, as a treatment for refractory patients, which would displace IVIG or PLEX, reflects the modelling by UCB, was agreed by the EAG and accepted by the Committee for the purposes of the Draft Guidance and second Draft Guidance and the public part, at least, of ACM3 (see for example slide 5 Committee slides for ACM3).
The fact that zilucoplan, IVIg and PLEX are all prescribed with standard treatment (as “add ons” to standard treatment) is a different issue to the new position of the Committee, that use of zilucoplan “adds an additional line to the treatment pathway” (paragraph 3.16 FDG). This was first communicated to UCB following ACM3 in an email from NICE dated 19 February 2025, which set out the Committee’s preferred assumptions and stated:
“This means that the treatment arms would be modelled as follows:
SoC basket comparator arm: proportion of patients on SoC basket (IVIg + PLEX + SoC only) based on full EAMS cohort (48 patients) for the initial/first line; after that use the 50% estimate for the switching from IVlg to subsequent PLEX and vice versa (i.e., 2 lines in the arm)
Zilucoplan arm: will have 3 lines of treatments. After first-line zilucoplan, use the proportions of IVIg, PLEX, and SoC only in line with the overall EAMs cohort. Then for third line, use 50% for the switching from IVlg and PLEX and vice versa”.
This email was therefore the first indication of the Committee’s view that zilucoplan should be modelled with three lines of therapy rather than two lines for the comparator. This new conclusion is illustrated at Annex A.
The Committee’s view that zilucoplan would, in some way, extend the treatment pathway was not raised at any time earlier in the appraisal process, prior to the email from NICE on 19 February 2025 and the new references to this approach at paragraphs 3.16 and 3.29 of the FDG.
UCB strongly disagrees with the Committee’s conclusion that zilucoplan should be viewed as adding “an additional line to the treatment pathway”, relative to the comparator arm. This conclusion is different from consideration of subsequent treatments and is inconsistent with NICE’s approach in other appraisals where a new treatment is introduced. By suggesting that any new therapy introduces an “additional line to the treatment pathway”, the Committee suggests that treatment will stop earlier for patients who do not receive zilucoplan. This does not reflect clinical practice and substantially skews cost-effectiveness against the new therapy, which is then viewed as introducing a new line of treatment, rather than displacing existing treatments. In this case, the Committee’s conclusion, introduced after ACM3, was to view zilucoplan as creating a third line of treatment, whereas the comparator arm had only two lines of treatment. While NICE’s email of 19 February 2025 described how the Committee’s approach should be modelled, there was not

an opportunity for either UCB or the EAG to implement this new requirements and therefore the Committee had no economic modelling available to it to support any conclusions regarding the three lines versus two lines treatment pathways and it is self-evident that there was no opportunity for consultation or any submissions by UCB or other stakeholders in relation to this very significant new issue.
You ask UCB to address three questions in its response to initial scrutiny. These are set out below followed in each case by our response.
1. The material differences between the Committee's approach in the current evaluation from that in TA1069, which demonstrate that it is at least arguable that an Appeal Panel would reach a different view on this occasion

UCB’s appeal point 1(a).1 is raised under Ground 1 on the basis that it is substantively unfair for an appraisal to proceed on one basis, only for that basis to shift at the very end of the process in the absence of new evidence and with no opportunity for consultation or submissions by stakeholders. Such a procedure is patently unfair and makes a mockery of the entire appraisal process. For the avoidance of doubt, this appeal point refers to the process followed in the current appraisal of zilucoplan which is unfair based on its own particular facts, irrespective of events in TA1069, which involved a different technology and different facts, and the decision of the Appeal Panel in that case.
You ask UCB to explain the differences between the current appraisal and that of TA1069, which mean it is at least arguable that the Appeal Panel would reach a different conclusion in this case. This will be addressed under Ground 2 (appeal point 2.1) however, the absence of consultation in relation to zilucoplan is wholly separate to the process followed in TA1069 which involved a different technology and a different procedure. Without prejudice to that position, the differences between TA1069 and the current appraisal include:
· The structure of the economic model and assumptions used for the purpose of TA1069 was completely different to that used for zilucoplan in the current appraisal (see Annex B).
· The interactions between UCB and NICE in the context of the current appraisal are not the same as those between Argenx and NICE in the context of TA 1069, as described in the appeal decision.
· The history of the Committee’s consideration of zilucoplan and the development of the Committee’s recommendations to not reflect that in TA1069.

2. By reference to all three pieces of draft guidance and correspondence with NICE (if applicable), how UCB considers the Committee's view to have unfairly changed as to the positioning of zilucoplan in the treatment pathway

As stated in response to Q1 above, a key issue is the difference between “an add on to standard therapy” and “an additional line to the treatment pathway”.
We have explained that zilucoplan is added to (i.e. prescribed with) standard treatment as an alternative to later line therapies including intravenous immunoglobulins (IVIGs) or plasma exchange (PLEX), which are also prescribed with standard treatment. However the Committee’s statement that zilucoplan “adds an additional line to the treatment pathway” was introduced only after ACM3 (initially in the email from NICE dated 19 February 2025), does not feature in either the Draft Guidance or second Draft Guidance, was not discussed in the public part of ACM3 and is not supported by any of the economic modelling before the Committee.
The economic model submitted by UCB, critiqued by the EAG and described at paragraphs
3.12 – 3.14 of the FDG, does not treat zilucoplan as an additional line to the treatment pathway and both the comparator and zilucoplan arms in the model envisage the same number of lines of treatment. While UCB made various changes to the model following ACM1 and ACM2, to reflect the preferred assumptions of the Committee (i.e. in relation to modelling of subsequent treatments and minimal symptom expression (MSE)) at no point prior to the email of 19 February 2025 did the Committee state that the modelling of the zilucoplan arm should reflect an additional line of treatment.
UCB does not say that the fact that the Committee changed its views is necessarily unfair (although we believe its new position is unreasonable as set out at appeal point 2.1). However, the fact that the Committee shifted its position on a key issue after the public part of ACM3 in the absence of new evidence, with no opportunity for consultation or submission is clearly inconsistent with a fair procedure and the subsequent decision by the Appeal Panel in TA1069, a different appraisal based on different facts, does not alter that analysis.
3. If the Committee's view did change, what additional evidence or information would the Company have provided had it been consulted on any change in approach.
In circumstances where the Committee’s position underwent a substantial shift, right at the end of the process, it is UCB’s position that consultation was plainly required. This appeal point does not require us to specify what we would have said had an opportunity for consultation been granted to us, still less for this to be assessed at initial scrutiny. However, without prejudice to that contention, if consultation had been permitted, UCB would have made many of the points now advanced under appeal point 2.1 below. In addition, we would have sought to introduce new evidence:
· UCB would have modelled subsequent treatment pathway in a scenario analysis, to reflect the Committee’s new assumption of 3 lines for zilucoplan and 2 lines for the comparators to demonstrate and enable discussion about the inappropriateness of the approach..

· UCB would have introduced real world experience showing that zilucoplan displaces IVIG and PLEX in second line therapy.
· UCB would have obtained clinical and patient expert opinion to support that fact that zilucoplan would be used as an alternative to IVIg and PLEX rather than an additional line of treatment, and that maintenance IVIg and PLEX use would be expected to reduce on introduction of zilucoplan.
In summary, we have explained that the Committee’s view that zilucoplan introduced “an additional line to the treatment pathway” is wholly distinct from the fact that it is prescribed with standard therapy (i.e. an “add on” treatment) and was introduced only after ACM3. This appeal point addresses the requirement for consultation following this major change in the Committee’s conclusions, that impacts the entire structure of the appraisal, and the economic modelling relied upon. In the absence of any consultation on this issue, the recommendations of the Committee as set out in the FDG are not based on economic modelling. Any decision by the Appeal Panel considering another technology in the context of another appraisal and a different factual background is not relevant to this aspect of procedural fairness.
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.

Your initial scrutiny letter expresses the preliminary view that this point of appeal should not be referred to the Appeal Panel. The reasons for this conclusion are:
· You say that UCB has not identified any specific technical issues which would have been resolved through technical engagement.
· You say that the rarity of gMG is not in and of itself a reason requiring technical engagement.
· You express the view that the fact that other appraisals use technical engagement does not necessitate its use in appraising zilucoplan absent specific technical issues capable of resolution through such engagement.
The issues raised by UCB its request for technical engagement dated 07 February 2024, NICE’s
response on 26 February 2024 and UCB’s observations on NICE’s response are set out at Annex
C. In summary, while the rarity of gMG may not mean that technical engagement is inevitably required, the lack of experience in this disease area will probably mean that there is uncertainty about how the clinical and economic evidence should be approached and therefore that technical engagement is likely to assist in resolving outstanding issues before the meeting of the Appraisal Committee. This is consistent with the fact that technical engagement was carried out in other appraisals of gMG therapies, although the discussions and outcomes were not shared with UCB. In circumstances where NICE, quite correctly, aims to adopt a consistent approach between appraisals, this imbalance (which has not been explained) was unfair.
In terms of the specific technical issues that could have been resolved through technical engagement, these include:

· Modelling of comparators (pairwise approach versus basket of alternative options);
· The decision rule (pairwise versus fully incremental analysis)
· Approach to subsequent treatments.
In summary, there are substantial challenges in this appraisal, which would have been likely to have been resolved prior to ACM1 if technical engagement had taken place as requested by UCB and consistent with the approach in other appraisals of gMG therapies. The fact that this was denied by NICE has prejudiced this appraisal unfairly. It is UCB’s position that technical engagement even at this stage would still be useful in resolving outstanding issues and assisting progress towards a satisfactory outcome.
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

Your initial scrutiny letter expresses the preliminary view that this point of appeal should not be referred to the Appeal Panel. The reasons for this conclusion are:

· You say that you disagree that the Committee preferred the EAG’s estimation of subsequent treatments solely on the basis that this is “in between NHSE’s and the company’s estimates” and suggest that the Committee has given its reasons at paragraph
3.16 of the FDG
· You express the view that the statement that the preferred estimate is “in between NHSE’s and the company’s estimates” is a “simple statement of fact” and “plainly not the Committee’s sole reason for its preference”

We strongly disagree with your preliminary view, which we believe misunderstands appeal point 1(a).3. The expert elicitation which formed the basis for UCB’s subsequent treatment submissions was fully transparent in terms of the locations, expertise of the experts who participated and the questions that were asked. In contrast, the approach of the EAG and the response by NHS England were wholly unexplained, and unsupported by evidence. Nevertheless, the Committee relied on the arbitrary assertions by the EAG and NHS England to choose the lowest estimate of the experts consulted by UCB, rather than the average estimation. In other words, the Committee relied upon unsupported assertion by the EAG and NHS England to challenge the transparent data produced by UCB and supported by Professor Leite, a clinical expert to this appraisal.

Objective comparison of transparency of expert elicitation performed by UCB and the evidence from the EAG and NHS England in relation to subsequent treatments.

	Criterion
	UCB
	EAG
	NHS England

	Was the expert selection process clearly described?
	Yes. UCB’s expert elicitation report explained the criteria for the expert selection
	No reason for selecting one expert from UCB’s expert elicitation was provided, save that this
expert provided the lowest figure
	Evidence relied upon or experts consulted not identified or described

	Number of experts who participated
	4
	Selected one expert from UCB’s expert elicitation
	Evidence relied upon or number of experts consulted not
identified or described

	Declaration of
conflicts of interest by experts
	No1
	No
	Not stated

	Are the experts MG specialists practicing in ‘MG centres’ in the UK
	Yes. All the experts are consultant neurologists specialised in treating refractory gMG patients, who are from four separate regions, South Central, South West, The Midlands and
the North
	Selected one expert from UCB’s expert elicitation
	Evidence relied upon or experts consulted not identified or described

	Are the experts geographically representative of UK MG centres
	Yes. While there is no formal definition of MG centre, UCB has compiled a list of hospitals with neurologists with special interest in MG. The experts provide a fair representation of these hospitals
in terms of IVIg/PLEX usage
	No – only one expert from UCB’s expert elicitation selected
	Evidence relied upon or experts consulted not identified or described

	
	
	
	%IVIg vs %PLEX
	
	
	

	
	
	Expert 1
	25% vs 75%
	
	
	

	
	
	Expert 2
	99% vs 1%
	
	
	

	
	
	Expert 3
	99% vs 1%
	
	
	

	
	
	Expert 4
	80% vs 20%
	
	
	

	Method of elicitation (individual vs group) clearly defined
	One-hour individual interviews
	Selected one expert from UCB’s expert elicitation
	Evidence relied upon or experts consulted not
identified or described



[bookmark: _bookmark0]1 However if UCB had been consulted, clarification of this issue would have been provided.


	Did the experts address all the questions?
	Yes. The experts provided estimates for all the questions on the subsequent treatment proportions
	Yes the selected expert provided estimates for all the questions.
	Evidence relied upon or experts consulted not
identified or described

	Transparency in how expert input was reported
	Full report of the expert elicitation was submitted along with the DG2 consultation response
	Selected one expert from UCB’s expert elicitation
	Evidence relied upon or experts consulted not
identified or described



In circumstances where the question of subsequent treatments makes a material difference to the outcome of this appraisal, a decision to rely upon simple assertion rather than transparent data does not reflect a rigorous scientific approach and is, we suggest frankly unacceptable. This issue and the fact that no explanation is provided to justify it, forms the central basis of appeal point 1(a).3 of our appeal, is not addressed in the initial scrutiny letter. Therefore if, following consideration of this response you are still not minded to refer appeal point 1(a).3 to the Appeal Panel, we should be grateful to understand your reasons and to be given an opportunity to respond to them.

1(a).4 .[image: ]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

Your initial scrutiny letter expresses the preliminary view that this point of appeal should not be referred to the Appeal Panel. The reasons for this conclusion are:
· You do not consider it arguable that the Committee failed to take into account the fact that IVIg and PLEX are not licensed for treatment of gMG and that the data for their use in this indication are very limited.
· You refer to various parts of the FDG which address the need for hospital administration of IVIg and PLEX and variable access to these therapies across the country.
· You refer to the steps taken by the Committee and UCB to conduct indirect treatment comparisons between zilucoplan and IVIg and zilucoplan and PLEX
· You say that the Committee was acting within the scope of the Manual in using unlicensed comparators in this appraisal
We are concerned that the initial scrutiny letter does not address the points made in our appeal letter and that appeal point 1(a).4 has therefore been misunderstood. In particular, UCB has not suggested that the Committee was precluded from using unlicensed comparators or that it did not consider indirect comparisons or recognise that there is variable access to IVIg and PLEX, which

require hospital administration. The issues raised by appeal point 1(a).4 may instead be summarised as follows:
· In referring to the uncertainty of any comparison with IVIg and PLEX, the Committee has not taken into account:
· The fact that, because these products are not licensed for gMG, the data for their use is inevitably limited and the outcomes are uncertain;
· This is not something that can be addressed by UCB or the manufacturer of any new targeted therapy, because comparisons with IVIg and PLEX are now generally viewed as unethical;
· The fact that challenges in assessing IVIg and PLEX are increased by the fact that PLEX may be administered centrally or peripherally and there are a range of different IVIg products that may be used.
· The fact that a negative recommendation for new targeted therapies will have the inevitable result that patients will be required to continue receiving unlicensed IVIg or PLEX in circumstances where the benefits are uncertain and cost-effectiveness has not been established.
None of these factors, all of which are highly relevant to this appraisal, are addressed in any way in the FDG and there is no evidence that they have been considered by the Committee. It is difficult for us to respond to the initial scrutiny letter in circumstances where this issue is not addressed. However if, following consideration of this response you are still not minded to refer appeal point 1(a).4 to the Appeal Panel, we should be grateful to understand your reasons and to be given an opportunity to respond to them.
1(a).5 The Committee’s approach to consideration of uncaptured benefits lacks transparency and appears incomplete

Your initial scrutiny letter expresses the preliminary view that this is not a valid point of appeal. The reasons for this conclusion are:
· You say that at paragraph 3.31 of the FDG, the Committee takes into account both patient and expert views and concludes that it will take the additional utility decrements associated with corticosteroid use and the impact of zilucoplan on carers into account qualitatively in its decision.
· You say that the Committee explains at paragraphs 3.20 and 3.22 of the FDG why it decided not to take these factors into account quantitatively and express the view that, in the absence of submitted evidence that would have enabled the Committee to quantitively account for uncaptured benefits, it is procedurally fair for the Committee to assess these qualitatively
· You say that the qualitative assessment is taken into account in determining the acceptable ICER at paragraph 3.29.

We disagree with your preliminary view. While paragraph 3.31 of the FDG refers to the additional utility decrements associated with corticosteroid use and the impact of zilucoplan on carers and states that it will deal with these qualitatively in its decision making, there is no explanation of how this has been achieved (including in the context of the acceptable ICER at paragraph 3.29) or how these factors have been weighted by the Committee. Furthermore, the list of uncaptured benefits at paragraph 3.31 is incomplete. By way of example, the achievement of minimal symptom expression (MSE), has been rejected by the Committee at paragraph 3.14 from inclusion in the economic modelling on the grounds of uncertainty but is not considered at paragraph 3.31. 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.
In summary, the statement at paragraph 3.31 that certain uncaptured benefits will be considered qualitative appears dismissive, particularly if there is no explanation of how this has been achieved. Furthermore the uncaptured benefits which the Committee states it will take into account are incomplete and important matters have not been considered in this context. This is inconsistent with a fair procedure.
Ground 2:
2.1 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
Your view is noted.

2.2 The Committee’s conclusion that zilucoplan adds an additional line of therapy to the treatment pathway for generalised myasthenia gravis is unreasonable
You indicate that you are minded to refer this appeal point to the Appeal Panel.
However, you ask UCB to explain any differences between the current appraisal and those in the efgartigimod appeal, that make it arguable that the Panel will reach a different view in this case.
We refer at appeal point 1(a).1 to differences between the current appraisal and TA1069, which mean that the decision of the Appeal Panel in that case is not applicable to the current appraisal.
Furthermore, there are many examples where a new therapy is added to standard treatment, but has not been construed as ”an additional line of therapy”, with the associated highly negative consequences for cost effectiveness. By way of example, we refer to


	Treatment
	Marketing authorisation
	NICE recommendation or
Committee’s conclusion

	Tezepelumab (TA880)
	Tezepelumab is indicated as an add-on maintenance treatment in adults and adolescents 12 years and older with severe asthma who are inadequately controlled despite high dose inhaled corticosteroids plus another medicinal product for maintenance treatment
	Tezepelumab as an add-on maintenance treatment is recommended as an option for severe asthma in people 12 years and over, when treatment with high-dose inhaled corticosteroids plus another maintenance treatment has not worked well enough.

	Tirzepatide (TA924)
	Tirzepatide is indicated:
1. For the treatment of adults with insufficiently controlled type 2 diabetes mellitus as an adjunct to diet and exercise:
· as monotherapy when metformin is considered inappropriate due to intolerance or contraindications
	The committee concluded that all ICERs for tirzepatide (all doses) against all comparators were within what NICE considers a cost-effective use of NHS resources.
Because of tirzepatide's positioning as an alternative to GLP-1 RAs, it is recommended in a narrower population than its marketing authorisation.

	
	· in addition to other medicinal products for the treatment of diabetes.
	

	Fenfluramine (TA1050)
	Fenfluramine is indicated for 'the treatment of seizures associated with Lennox-Gastaut syndrome (LGS) as an add-on therapy to other antiepileptic medicines for patients 2 years of age and older'
	Fenfluramine is recommended as an option for treating seizures associated with Lennox–Gastaut syndrome (LGS), as an add-on to other antiseizure medicines, for people 2 years and over.:




Overall the decision of the Appeal Panel in TA 1069 was based on its own particular facts and procedural history. The matters raised by the company in that appeal are not the same as those raised by UCB in the current appeal and there is accordingly no basis for assuming that the Appeal Panel will reach the same conclusion.

2.3 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
Your view is noted

2.4 The Committee’s conclusion that UCB’s expert elicitation had several uncertainties is unreasonable
Your view is noted

2.5 The exclusion of minimal symptom expression is unreasonable in the light of the clinical trial data and expert elicitation submitted
Your view is noted

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
Your view is noted

2.7 It is unreasonable to use Lee et al to estimate the cost of corticosteroid use for the CEM for zilucoplan
Your view is noted

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).
You indicate that you are not provisionally minded to refer this appeal point to the Appeal Panel. Your reasons are as follows:
· You refer to another appraisal, identified by UCB, where the introduction of the new technology permitted treatment at home and the committee preferred the inclusion of a utility increment for the technology undergoing appraisal, reflecting the benefits of treatment at home versus hospital, rather than a utility decrement for the comparator, and say that you do not consider the fact that two committees prefer different modelling approaches to be unreasonable per se.
· You additionally reference the EAG’s view of the studies relied upon by UCB to support a utility increment for zilucoplan related to modes of administration other than subcutaneous injection and the Committee’s conclusion that it was therefore appropriate

to include the uncaptured benefit as a utility decrement for IVIg and PLEX rather than a utility benefit for zilucoplan.
While you say that you do not consider the fact that other committees prefer a different modelling approach to be unreasonable per se, NICE does, as you know, aim to adopt a consistent approach in circumstances where this indicates credible decision-making. In these circumstances it is UCB’s view that NICE requires to justify conclusions and procedures that are inconsistent.
In this case, the default position is treatment in hospital using IVIg or PLEX, so it is logical to attribute a utility increment to the therapy that benefits patients by deviating from the default position and the impact of the displaced treatment. NICE has explained its decision to attribute a utility decrement to the comparator treatments rather than a utility increment to zilucoplan on the basis that the evidence provided by UCB did not relate to the same method of administration as zilucoplan. However, it remains uncertain why this situation prompted the Committee to prefer a utility decrement for IVIg and PLEX for which no more reliable data were available. Importantly, in the Draft Guidance, the Committee specifically asked UCB to provide scenario analyses that captured the additional benefits of zilucoplan in terms of its status as a subcutaneous treatment that could be administered at home rather than by incorporating a utility decrement for the comparators.
We hope that this letter responds to the outstanding matters raised in your letter of 21 July 2025. If any aspect of our appeal remains unclear, we will be pleased to provide further assistance. Alternatively, we hope that your final scrutiny letter will confirm that all appeal points may proceed for consideration by the Appeal Panel.
Yours sincerely,

XXXXXXXXXXXXXXX

XXXXXXXXXXXXXX
General Manager UK and Ireland UCB Pharma Ltd


ANNEX A
IMPLICATIONS OF THE COMMITTEE’S CONCLUSION THAT ZILUCOPLAN ADDS AN ADDITIONAL LINE TO THE TREATMENT PATHWAY
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ANNEX B
DIFFERENCES BETWEEN THE ECONOMIC MODELLING FOR ZILUOPLAN AND EFGARTIGIMOD


	Aspect
	Efgartigimod
	Zilucoplan

	Model Type
	State transition model with MG-ADL-based health states
	Cohort state transition model with 7 health states including response subtypes

	Comparators proposed by the company
	Established clinical management, including IVIg. PLEX was not included
	Pairwise vs IVIg and PLEX

	Data source for response rates
	IVIg response rates based on clinical opinion
	Response rates based on bivariate network meta-analysis (NMA) and two-stage bivariate and baseline risk adjusted NMA

	Subsequent Treatment
	Modelled as either IVIg or PLEX with SoC as background treatment
	Modeled with weighted basket (IVIg, PLEX, SoC only)

	Treatment Effect After Discontinuation
	Assumed differential residual treatment effect after discontinuation
	Model did not assume residual treatment effect




ANNEX C
ISSUES IN THIS APPRAISAL THAT COULD HAVE BEEN RESOLVED THROUGH TECHNICAL ENGAGEMENT

	Issue raised by UCB in request for technical engagement
	NICE’s response
	Comments on NICE’s response

	Generalised myasthenia gravis is a rare and relapsing remitting disease
	This is not a technical issue. It cannot be resolved through technical engagement
	The fact that gMG is a rare disease means that NICE has limited experience in appraising treatments and there is little case precedent to assist the company in presentation of the evidence and in economic modelling

	Since the inception of NICE in 1999, no innovation for gMG has been assessed in full by NICE
	This is not a reason to hold technical engagement for this topic; it is not a new therapy area – two separate submissions and models have been provided by companies, discussed by the committee and acted upon
	The observations above are repeated. The two submissions and models referenced by NICE followed technical engagement, the outcome of which was not shared with UCB. Neither of these two submissions had resulted in a positive recommendation for a new treatment for gMG, which could assist UCB in presenting its own submission.
No explanation has been provided for offering technical engagement to the two gMG therapies where appraisal commenced prior to that for zilucoplan, although no positive guidance has been issued, but refusing the same benefit for zilucoplan.




	One of the biggest challenges in this area are that the new innovative treatments are being compared to generics and medicines which do not have an evidence base due to not having marketing approval for gMG.
	This is not a technical issue that can be resolved through technical engagement
	We disagree, the approach to modelling in the context of limited data and uncertain access to treatments that are not licensed for gMG and are of questionable cost-effectiveness is certainly an issue
where technical engagement would have assisted.

	The challenge is highlighted as one innovative targeted treatment for gMG did not make an evidence submission to NICE, a second withdrew from the STA process in 2023. A third targeted treatment has received two negative recommendations and is due to be discussed for a third time by NICE committee D on May the 9th 2023 (the same date scheduled for the zilucoplan committee meeting).
	This is not a technical issue that can be resolved through technical engagement
	The issue raised by UCB demonstrates the difficul presenting data and modelling in this area. This situ the context of no real precedent for appraisal by NIC
therapeutic area supports technical engagement
zilucoplan.
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