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Introduction
An appeal panel was convened on 3 September 2025 to consider an appeal against NICE’s final draft guidance ("FDG"), to the NHS, on cemiplimab with platinum based chemotherapy for untreated advanced non-small-cell lung cancer. 
The appeal panel consisted of: 
	· Professor Jon Cohen
	Chair 

	· Professor Bee Wee
	NICE non-executive director

	· Adrian Griffin
	Industry representative

	· Chris Rao
	Health service representative

	· David Chandler
	Lay representative



None of the members of the appeal panel had any competing interest to declare. 
The panel considered an appeal submitted by Regeneron ("the company").  
Regeneron was represented by: 
	· Alan Kane
	Market Access Lead

	· James Cann
	Senior Manager Market Access

	· Dr Vanessa Buchanan
	Health Economist

	· Dr Shobhit Baijal
	Consultant Medical Oncologist

	· Grant Castle
	Legal Representative


In addition, the following individuals involved in the appraisal were present and available to answer questions from the appeal panel:
	· Dr Raju Reddy
	Technology Appraisal Committee D Chair 

	· Helen Knight
	Director of Medicines Evaluation, NICE

	· Ross Dent
	Associate Director, NICE

	· Rachel Williams
	Health Technology Assessment Adviser, NICE

	· Giles Monnickendam
	Technology Appraisal Committee D Member


The appeal panel’s legal adviser, Alistair Robertson (Partner, DAC Beachcroft LLP), was also present.
Under NICE’s appeal procedures, members of the public are admitted to observe appeal hearings and several members of the public and NICE staff observed the proceedings which were held via Zoom.
There are two grounds under which an appeal can be lodged:
Ground One: In making the assessment that preceded the recommendation, NICE has:
(a) Failed to act fairly; and/or 
(b) Exceeded its powers. 
Ground Two: The recommendation is unreasonable in light of the evidence submitted to NICE. 
Dr Mark Chakravarty, NICE lead non-executive director for appeals, in preliminary correspondence had confirmed that: 	
Regeneron had potentially valid grounds of appeal as follows (listed in the order in which they were considered by the appeal panel in the hearing):
Point 1(a)1 - In making materially different evidential requirements in this appraisal versus TA705, NICE has undermined principles of procedural consistency and fairness and introduced an approach that biases against cemiplimab. 
Point 2.1 - the appraisal committee's insistence upon a Markov model is unreasonable based on the evidence before it.
Point 1(a)2 - the appraisal committee failed to consider adequately material evidence regarding progression free survival (PFS) provided by the company. Public bodies are required to give proper consideration to stakeholder submissions and, where relevant, to justify any decision to not accept them. The appraisal committee’s failure to do so was procedurally unfair and prejudiced the Company and its product.
Point 2.6 - The appraisal committee’s conclusions on the comparative effectiveness evidence are unreasonable in light of the evidence submitted.
Point 2.2 - The committee’s requested approach for modelling time on treatment/time to treatment discontinuation is internally inconsistent, biased and unreasonable in light of the evidence before it.
Point 2.4 - The committee's conclusion that the evidence for clinical similarity was not robust enough for a cost-comparison analysis is unreasonable
The numbering of appeal points in this document reflects those that were used during the hearing. The text of this document does not represent a verbatim account of the proceedings nor a documentation of the order of events that took place but rather, provides a brief summary of the appellant and committee submissions for the points that were discussed relevant to the decisions of the appeal panel. 
Before the appeal panel inquired into the detailed complaints, the following made a preliminary statement: Grant Castle on behalf of Regeneron and Dr Raju Reddy on behalf of NICE. 
Appeal Ground 1a: In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1(a)1 – In making materially different evidential requirements in this appraisal versus TA705, NICE has undermined principles of procedural consistency and fairness and introduced an approach that biases against cemiplimab. 
Grant Castle, for Regeneron, introduced this appeal point by noting that although NICE appeal decisions are not bound by precedent, public law principles convey a general duty on NICE to have due regard to the need for consistency between its decisions absent good reason not to. He explained Regeneron's position that different conclusions in similar appraisals should be supported by clear and cogent justification. Grant Castle made reference to 17 other appraisals carried out by NICE of treatments for non-small-cell lung cancer, and that Regeneron considered that established approaches and margins of discretion have emerged, particularly to manage evidential uncertainties.  He continued that a Markov model was not required in any of those other appraisals. 
Comparing appraisal TA705 (atezolizumab monotherapy for untreated advanced non-small-cell lung cancer) and the appraisal of cemiplimab, Grant Castle expressed Regeneron's view that the committee had applied a more onerous standard in assessing cemiplimab compared to atezolizumab. He noted that the technologies in both appraisals were compared against the same comparator and adopted similar approaches to evidence and modelling. 
It was the Regeneron's view that the committee seemed to require statistical evidence to demonstrate clinical non-inferiority. This, Grant Castle contended, was a higher threshold than was set in the appraisal of atezolizumab and was an unjustified departure of approach. Regeneron considered the appraisal of atezolizumab to have adopted a proportionate and justified approach to its assessment of the evidence, not least by attaching significant weight to the views of clinical experts to resolve uncertainty. 
In concluding his introduction, Grant Castle asked the panel to consider whether the differences in appraising atezolizumab and cemiplimab were sufficiently justified in light of the evidence before it so as to override the committee's duty to act consistently. If not, Regeneron considered this to constitute procedural unfairness. 
Ross Dent, for NICE, explained that the appraisal of atezolizumab did not form a substantial part of the discussion between NICE and Regeneron during the appraisal. He noted that Regeneron had mentioned the appraisal of atezolizumab in its response to draft guidance, but had not elaborated further on why it considered that the circumstances in the cemiplimab appraisal were so similar to the atezolizumab appraisal that the committee should take the same approach. He explained that in any event, the committee addressed the issue in section 3.8 of the FDG, and that the committee considered the detail given in the FDG to be commensurate with the weight attributed to it by Regeneron in its response to draft guidance. 
Drawing two key distinctions between the appraisals of atezolizumab and cemiplimab, Ross Dent highlighted the following: 
a. First, that the appraisal of atezolizumab concluded four years ago. Since then, the Health Technology Evaluations Manual ("the Manual") had been introduced (in 2022) replacing the previous guide to the methods of technology appraisal (which had been in place since 2013) ("the 2013 Methods Guide"). He explained that in the 2013 Methods Guide, there was little detail as to how a committee was expected to approach similarity of health benefits. The Manual, on the other hand, provides that "ideally, a non-inferiority or equivalence study with appropriate non-inferiority margins should be presented".[footnoteRef:1] Regeneron did not provide a non-inferiority study or evidence demonstrating non-inferiority.  [1:  Section 6.2.9 of the Manual. ] 

b. Secondly, Ross Dent explained that the value propositions proposed by the manufacturers of atezolizumab and cemiplimab were different. In the atezolizumab appraisal, although the committee noted that the network meta-analyses showed non-significant differences in treatment effects, Roche in that case then went on to take a conservative modelling approach to Quality Adjusted Life Year (“QALY”) loss and cost savings, which reassured that the committee that atezolizumab was likely to be cost-effective. In the appraisal of cemiplimab, the committee concluded that there was more uncertainty. Although some of the scenarios provided by Regeneron showed equivalent QALYs, at no point did Regeneron submit any QALY loss analysis or any analysis that showed cemiplimab to be cost-saving. 
Dr Vanessa Buchanan, for Regeneron, explained that Regeneron had not begun the evaluation with the aim of demonstrating a QALY gain. Regeneron provided a cost comparison analysis in its submission and signalled clearly that the cost utility (or cost per QALY) analysis it submitted was only included because it was required by the Manual and in line with the scope of the evaluation. She said that a QALY loss was modelled in the atezolizumab appraisal as there was QALY loss to be modelled. Conversely, there were no data available for cemiplimab that generated a QALY loss. The overall survival ("OS") estimates were always in favour of cemiplimab which in turn generated only QALY gains in the cost utility analysis. 
In response to Ross Dent's explanation that the Manual had developed, Dr Buchanan acknowledged the change but noted that a number of cost comparison evaluations had taken place since the change relying on network meta-analyses, and that it would have been impossible to similarly model clinical similarity through those network meta-analyses. 
The Panel highlighted that there were two different issues in dispute forming this appeal point. First, that there was a difference of opinion between NICE and Regeneron as to the extent to which there is similarity between the appraisals of atezolizumab and cemiplimab. Secondly, whether the criteria or standards used to assess the analysis in both appraisals were meaningfully different. The Panel asked NICE to elaborate on why it considered the two appraisals to have been meaningfully different. 
Dr Raju Reddy, for NICE, stated that Regeneron had mentioned cost comparison a few times. He provided NICE's criteria for cost comparison analysis, which is that the technology is "likely to provide similar or greater health benefits at a similar or lower cost than the relevant comparators".[footnoteRef:2] He reminded the Panel that cemiplimab was not scoped as a cost comparison analysis, and at no stage did Regeneron put forward a value proposition eligible for cost comparison.  [2:  Section 4.2.13 of the Manual. ] 

Alan Kane, for Regeneron, explained that Regeneron acknowledged that the evaluation was scoped as cost utility, but that Regeneron was advised by the NICE team to put forward cost-comparison information to supplement the cost utility analysis. 
Dr Buchanan disagreed with the characterisation that cost-comparison analysis was a small part of Regeneron's submission, and instead described it as existing within the cost utility model and in all of the sensitivity analyses. She also added that the committee had adopted a different approach to bias against atezolizumab and bias against cemiplimab in their respective appraisals. She said that biases against atezolizumab in TA705 were very openly acknowledged and used by the committee in that appraisal to give atezolizumab the benefit of the doubt, whereas the biases against cemiplimab were barely acknowledged or completely ignored.
Dr Buchanan described that the worsening hazard ratios over time for PFS and OS in the atezolizumab modelling were attributed to biases against atezolizumab in favour of pembrolizumab plus chemotherapy as a comparator. In contrast, in the current evaluation the PFS hazard ratios for cemiplimab improved over time. She noted that there was no acknowledgment in the FDG of the effect of modifiers that could have biased the network meta-analyses results in favour of pembrolizumab. Instead, the guidance focussed entirely on the shortcomings of the matching-adjusted indirect comparison ("MAIC") provided by Regeneron. She said that Regeneron made conservative assumptions for time-on-treatment for pembrolizumab, which generated c.30% lower time-on-treatment for pembrolizumab plus chemotherapy versus cemiplimab. She described that NICE had made no mention of the high use of post-progression treatment for those on pembrolizumab (22%) compared to c.3% for those on cemiplimab in the EMPOWER-Lung 3 trial. 
The panel asked Regeneron to respond to NICE's earlier statement, that because the atezolizumab and cemiplimab appraisals were held at different times and in different clinical contexts, it was more difficult to establish that they should be handled in the same way. 
Grant Castle said that although the Manual ideally requires a non-inferiority study, it does not mandate one. He also noted that in non-small-cell lung cancer cases a non-inferiority study was not plausible. Dr Buchanan, responding to the same point, expressed the view that other appraisals have adopted cost comparison methods with no better evidence than was available here – and that none of those products could have produced a point estimate of 1 in any network meta-analyses either. 
Ross Dent responded to Grant Castle's critique that the Manual "ideally" required a non-inferiority study. He explained that where a randomised control trial was not possible, the alternative methods deployed should be rigorous and transparent – and that the committee had not been persuaded that this was the case on the face of the evidence before it. 
Giles Monnickendam, for NICE, explained that he was the cost-effectiveness lead on both the atezolizumab and cemiplimab appraisals. He said that in the atezolizumab appraisal the committee was reluctant to state any firm conclusion about the clinical effectiveness of the treatment, but that there was enough information to enable the committee to reach the conclusion in that appraisal that atezolizumab was likely to be cost effective in the NHS. He did not consider there to have been a radically different approach between the two appraisals. He described that the committee had struggled with the same issues in both appraisals – but that the big difference was in the quality of the indirect treatment comparisons submitted in both. In the appraisal of atezolizumab, the three clinical trials underlying the indirect treatment comparison took place at a similar time, and the patient population had similar baseline characteristics, and similar trial designs. The indirect treatment comparisons put forward for cemiplimab were very different. He explained that there was a 3-4 year gap between the EMPOWER-Lung 3 study and the studies in the indirect treatment comparison – which led to big differences in the studies and large differences in the patient population involved in them. As a result, the committee concluded that there were different levels of quality and therefore uncertainty in both indirect treatment comparisons, which coloured the committee's evaluation of that analysis. 
Dr Vanessa Buchanan argued that the passage of time between trials and the different patient populations was an inherent consequence of heterogeneity which was expected in network meta-analyses. Regeneron sought to resolve that by producing the MAICs – but that the differences in point estimates are due to the heterogenous nature of the condition. She noted that there was no way of resolving heterogeneity, which underscores the importance of attaching weight to clinical expert input, which she characterised by saying that the products were essentially the same or very similar to each other.  
Grant Castle concluded for Regeneron. He referred back to NICE's comment that Regeneron had not emphasised to NICE the similarities between the appraisals and the subsequent need for consistency. He expressed the view that it was not for Regeneron to remind NICE of its duty to act with consistency absent clear, cogent reason not to. Finally, he did not consider there to be significance in the passage of time between the trials and the fact that the Manual had been updated since the appraisal of atezolizumab. He queried whether it was, in any event, appropriate to ask in one appraisal whether products were clinically similar, and in the other appraisal to require a non-inferiority threshold.
The panel concluded as follows. 
Regeneron argued that the committee applied a materially different evidential standard in this appraisal compared to TA705, and that this constituted procedural unfairness. Specifically, Regeneron contended that the committee required statistical evidence of non-inferiority or equivalence in this appraisal, whereas in TA705 the committtee accepted clinical similarity based on non-significant differences and expert opinion.
The panel acknowledged that NICE appraisal committees are not bound by precedent. However, as established in previous appeal decisions, such as TA692, where the subject matter of two appraisals is sufficiently similar, a meaningful expectation of consistency arises. In such cases, substantial changes in approach must be clearly justified.
In this instance, the panel accepted that the technologies appraised in TA705 (atezolizumab) and ID3949 (cemiplimab) share similarities: both were PD-(L)1 inhibitors used in the same indication, compared against the same standard of care, and assessed by the same appraisal committee. However, the panel did not consider that the approach adopted in ID3949 was radically different from TA705.
The committee considered the modelling approach in TA705 at section 3.8 of the FDG. Ross Dent also added that since TA705, the methods guide was replaced by the Manual and that the evidential context had evolved. The committee noted that the manufacturer in TA705 accepted uncertainty and modelled a QALY loss with cost savings, whereas Regeneron consistently modelled a QALY gain at a higher cost. The committee also highlighted differences in trial design, population characteristics, and the timing of the trials, which contributed to greater uncertainty in the indirect comparisons.
The panel found that these explanations, while not extensive, are sufficient to justify the committee’s approach. The panel noted that the committee did not reject the possibility of clinical similarity outright, but rather concluded that the evidence presented did not meet the threshold required to proceed with a cost-comparison analysis. This was a judgement within the committee’s discretion, and the panel did not find it procedurally unfair.
The panel also noted that the committee’s approach was consistent with the updated Manual, which states that non-inferiority or equivalence studies are preferred, but that indirect comparisons may be considered where Randomised Control Trial data are not available. The committee’s request for more robust evidence was therefore not inconsistent with the Manual.
Finally, the panel accepted the committee’s argument that clinical practice and academic literature had evolved between the two appraisals, justifying an evolution in evidential expectations. The panel did not consider this to be a radical departure, but rather a reasonable adaptation to changing standards.
The panel therefore dismissed the appeal on this point.
Appeal point 1(a)2 – the appraisal committee failed to consider adequately material evidence regarding PFS provided by Regeneron.
Public bodies are required to give proper consideration to stakeholder submissions and, where relevant, to justify any decision to not accept them. The committee’s failure to do so was procedurally unfair and prejudiced Regeneron and its product.
Grant Castle, for Regeneron, said that NICE is duty bound to review all evidence submitted to it and to give adequate and intelligent consideration of that evidence. Failure to do so would constitute procedural unfairness. He acknowledged that NICE had not requested MAIC, but that nevertheless it warranted consideration as it had clear evidential value and meaningfully addressed the committee's concerns with the network meta-analysis. The committee concluded that the MAIC results were highly uncertain and not suitable for decision making. Such a sweeping dismissal requires clear and robust justification. In his view, the committee's blanket dismissal of the MAIC seemed to have been based on the committee's insistence on a model which generated QALY losses. Grant Castle concluded with Regeneron's view that having not received its preferred Markov model, the committee had shut its mind to reasonable alternatives. 
Dr Raju Reddy, for NICE, disagreed with the characterisation that NICE had shut its mind to any analysis. He noted that a lot of committee discussion takes place in the confidential second part of the committee meeting, because of confidential data in the analyses that cannot be discussed in the open first part of the committee meeting. He explained that the committee was clear in both draft and FDG that its concern arose from the representation of OS in the indirect treatment comparison because of the cross-over issues with pembrolizumab. Sections 3.6 and 3.7 of the FDG set out these concerns. He noted that Regeneron had not provided a Markov model, and that the MAIC analyses provided instead did not reduce the uncertainty. He assured Regeneron that the committee had adequately considered all the evidence before it, including the PFS evidence which was submitted in response to the draft guidance consultation. That was reviewed by the External Assessment Group ("EAG") and was presented in the second committee meeting. The new indirect treatment comparisons were considered by the committee, but had their own drawbacks. Instead of resolving the uncertainty, the new evidence increased the uncertainty; the survival benefit in the new analysis was three times higher than in the original analysis. He noted that all of this is explained in the FDG, leading ultimately to the committee's conclusion that the result of the network analyses were highly uncertain. 
The panel highlighted that the EAG considered Regeneron's initial approach to modelling the cross-over effects to be appropriate. The committee acknowledged, and said, that this was an example of the committee disagreeing with the EAG's view. 
Dr Vanessa Buchanan, for Regeneron, described that in her experience the only time a committee will reject PFS data is where they are unanchored, where there are small sample sizes or where the effect modifiers are unsupported. She noted that only two issues relevant to the PFS MAIC were raised in the FDG – the first relating to generalisability of EMPOWER-Lung 3 data, and the second that the MAIC increased the incremental QALYs. 
Dr Buchanan noted that NICE has in the past considered pembrolizumab studies to be generalisable to UK practice and so it was unclear to Regeneron why the same approach was not adopted in this appraisal. 
Dr Buchanan explained that it is possible to overcome the generalisability concern by applying the inverse hazard ratio from the MAICs to generate the pembrolizumab data – and that this had been adopted in another appraisal. 
In respect of the MAIC resulting in an increase in incremental QALYs, Dr Buchanan explained that the effect modifiers present biased the hazard ratios against cemiplimab, and that the result of correcting that bias is a QALY gain. Regeneron considered the evidence relating to PFS in the MAIC to have been ignored in the model. 
Dr Raju Reddy noted that the committee's uncertainty largely related to the OS, not the PFS. 
Giles Monnickendam, for NICE, explained that there was particular focus on the OS because that is what drives the QALY which drives the Incremental Cost Effectiveness Ratio (“ICER”), and that is where they saw the biggest uncertainty. He noted that the committee was interested in both PFS and OS results in the indirect treatment comparison, and also the consistency between those results. That was because the committee had previously expressed concern about the divergence of PFS and OS data in the previous network meta-analyses, and so the committee reviewed the indirect treatment comparison carefully in that regard. The committee had looked carefully through all the new data and continued to see important inconsistencies and what the committee considered to be implausible results. 
Giles Monnickendam also noted that the comparison in the MAIC was incomplete. He concluded that the Committee was interested in both PFS and OS, and whether there was plausible consistency between them. 
The appeal panel concluded as follows.
Regeneron contended that the committee failed to adequately consider its submitted evidence, particularly the MAIC between cemiplimab and pembrolizumab. Regeneron argued that this omission constitutes procedural unfairness.
The panel found that the committee did, in fact, engage substantively with Regeneron’s evidence, including the MAIC. This is clearly documented in multiple sections of the FDG:
c. Section 3.7 outlines the committee’s consideration of the indirect comparison methodology and its limitations, including the challenges of comparing across trials with differing populations and endpoints.
d. Section 3.8 discusses the committee’s deliberation on whether the evidence was sufficient to support a cost-comparison approach, noting the absence of formal non-inferiority or equivalence data and the implications of modelling a QALY gain at increased cost.
e. Section 3.7 specifically addresses the MAIC, summarising the committee’s concerns about residual confounding, the robustness of the adjustment, and the clinical plausibility of the results.
In addition, the slides from the second committee meeting showed that the MAIC was a focal point of discussion. The committee reviewed the methodology, assumptions, and outcomes in detail, and considered expert clinical input on the comparability of cemiplimab and atezolizumab.
The panel concluded that the committee did not disregard or fail to consider the evidence. Rather, it assessed the MAIC and other submissions in line with the Manual and made a reasoned judgement about their adequacy for decision-making. The fact that the committee did not accept the MAIC as sufficient to support a cost-comparison does not imply procedural unfairness.
The panel therefore dismissed the appeal on this point
Appeal Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE.
Appeal point 2.1 – the appraisal committee's insistence upon a Markov model is unreasonable based on the evidence before it.
Dr Vanessa Buchanan, for Regeneron, explained that although it is the prerogative of the committee to request analyses, such requests must be justified. The request for a Markov model was non-standard, and such request had not been made in any of the other 17 appraisals of treatments for non-small-cell lung cancer. She then listed the reasons why Regeneron considers that it was not justified for the committee to have requested the Markov model. 
f. First, that it was unnecessary. She explained that the differences in the partition arms presented by Regeneron were very small and the aspects that the Markov model could have clarified could be and were addressed by other types of analyses and flexibilities within the existing model structure.
g. Secondly, that a Markov model was unlikely to have resolved the uncertainties that the committee sought to address. 
h. Thirdly, that the insistence was illogical in light of the PFS evidence available to the committee which clearly indicated that pembrolizumab and cemiplimab produce similar PFS. 
i. Fourthly, that OS data were already provided in the MAIC scenario. 
Taking all the above together, a Markov model was redundant. The request for a Markov model assuming equal post-progression survival ("PPS") assumes a perfect or near surrogate relationship between PFS and OS. The basis for that assumption is not clear and in Regeneron's view, unjustified, versus using the actual PFS and OS data available for both cemiplimab and the comparator. 
Dr Vanessa Buchanan noted that the FDG refers to Regeneron's failure to provide a Markov model five times – and that this insistence is considered by Regeneron to be both illogical and unjustified. 
Dr Raju Reddy, for NICE, explained that the committee had asked for a Markov model to explore uncertainty. That is why, at section 3.8 of the FDG, the committee explained that Regeneron had provided new indirect treatment comparison data to try and address the uncertainty, and he confirmed that it was within Regeneron's prerogative to do so. 
The Committee noted Regeneron's comment that Markov models are more suited to situations where the OS data are immature. However on reviewing the indirect treatment comparison data which sought to be a alternative mechanism to address uncertainty, the Committee came to the conclusion that it did not address its concerns. So although the committee was open to alternative options other than a Markov model (and indeed considered such alternatives as were submitted by Regeneron), Regeneron did not present an alternative that enabled the committee to address the uncertainties. Dr Reddy also noted that in another appraisal, TA909 (lorlatinib for untreated ALK-positive advanced non-small-cell lung cancer), a Markov model was accepted – and that therefore it is incorrect to suggest that no Markov model had been used in other non-small-cell lung cancer appraisals.
The panel summarised what it considered to be the position, namely: 
j. that Regeneron had put forward a partitioned survival model ("PSM") based on the network meta-analyses. Regeneron acknowledged the limitations of the network meta-analyses, but pointed out that the EAG thought that the approach to deal with these unavoidable problems was appropriate. 
k. The Committee considered the network meta-analyses to be highly uncertain, and that the apparent benefit of cemiplimab was related to the OS. 
l. As a result, the Committee considered the PSM to be unreliable and therefore asked for a Markov model. 
The Appeal Panel asked NICE whether it agreed with that description. Dr Raju Reddy agreed that this was correct. He also commented that the Committee were aware of the EAG's views, but that this was an example of where the Committee took a different view. The Appeal Panel acknowledged that Regeneron disagreed with that argument, because failing to link the PFS and OS gives rise to the incorrect conclusion that the PSM is unreliable.
Dr Reddy also noted that in another appraisal, TA909 (lorlatinib for untreated ALK-positive advanced non-small-cell lung cancer), a Markov model was accepted – and that therefore it is incorrect to suggest that no Markov model had been used in other non-small-cell lung cancer appraisals. 
Giles Monnickendam, for NICE, described the high level of uncertainty in the network meta-analyses. He explained that although there was uncertainty for PFS and OS data, the most important uncertainty was that relating to the OS as it is the biggest driver for the QALY and therefore has the biggest impact on the ICER. He noted that the committee did not consider Regeneron could improve on its indirect treatment comparison, nor could it adjust for the cross-over. Although the uncertainty in the OS was perhaps unresolvable, one way to mitigate that is to adopt a modelling approach that relies on PFS instead. Causal modelling is linking the OS to the PFS (which is what a Markov model does). He explained that the Committee had greater confidence in the PFS data than the OS – and because of that, the committee considered that a state transition model (such as a Markov model) may have been useful, and is often used, for example, in appraising adjuvant therapies. 
The panel asked whether the committee considered it reasonable to assume that the PPS in both arms would be the same between both regimens (i.e. the comparator and cemiplimab). Giles Monnickendam confirmed that he considered it reasonable to assume that PPS would be similar.
The panel then turned to ask Regeneron whether it considered that link to be tenable. The panel noted that the survival curves for both are highly similar (PFS/OS) and that PPS could reasonably be assumed to be the same in cemiplimab and comparator. 
Dr Vanessa Buchanan explained the work required to generate a Markov model, and that Regeneron did not consider that this would have resolved the uncertainty. She acknowledged the difficulties with OS/PPS, but that Regeneron considered a Markov to be redundant because Regeneron had instead flipped the PFS point estimates in the MAIC. Putting the same in a Markov model would create a QALY gain, and Regeneron was of the view that the Committee would only have been satisfied by a model that showed a QALY loss. 
The panel noted that Regeneron stated the link between PFS and OS to be unsupported, but pointed to information presented by Regeneron during the appraisal, which suggested that this was not an unreasonable assumption to make. 
Dr Vanessa Buchanan described this information referred to by the panel as having been a simple overlay of the curves, but the full relationship between PFS and OS cannot be known without inputting those data into a Markov model – and so it is not possible to conclude with any certainty whether that surrogate relationship exists. 
Giles Monnickendam explained that what the committee had hoped for in in a Markov model was a framework in which it could have explored the range of outcomes and assumptions, as it would have provided sufficient flexibility to understand the uncertainty better. He explained that the committee had not reached any firm conclusions as to the cost or clinical effectiveness of cemiplimab, and that the Markov model would have allowed the committee to explore the range of plausible outcomes. That is what the committee was looking for, and not a QALY loss as Dr Vanessa Buchanan had suggested. He explained that the committee had accepted that there was uncertainty which required a more pragmatic approach to modelling. He did not consider that more statistical analysis would resolve that uncertainty.  Dr Raju Reddy noted that section 3.7 of the FDG describes what Giles Monnickendam had explained. 
The panel referred to Regeneron's response to the EAG's critique in which it acknowledged the committee's concerns, but explained that Regeneron could not produce a Markov model in the time available to it. The panel noted that this implied that Regeneron recognised the committee's legitimate questions that gave rise to a Markov model, but that doing so was simply not practical. Dr Vanessa Buchanan disagreed with this characterisation, explaining that the alternative analysis Regeneron had provided was sufficient to address the information sought by the committee through a Markov model. She explained the difficulties in modelling the data in a Markov model. 
Giles Monnickendam reiterated that the Markov model would not have provided the committee with definitive answers on clinical effectiveness but instead would have provided a framework in which the committee could better explore the uncertainty relating to clinical effectiveness and the impact it had on the ICER. In a PSM there are no dependencies, whereas in the Markov model the connected data points would have allowed the committee to better understand the ICER notwithstanding the uncertainty. For example, the uncertainty relating to the validity of the OS data might not have fed through to the final ICER as it would have been possible to explore the impact on the ICER through other data points (for example linking PFS/OS and time-on-treatment). It is that dynamic that could have been explored by a Markov model that cannot be explored through a PSM. 
Dr Raju Reddy reassured Regeneron that it had considered all its analyses, despite not having been provided with a Markov model. He agreed with Giles Monnickendam explaining that what the committee wanted to see was how different models compare with each other, and use that comparison to consider the uncertainty. He referred the appeal panel to section 3.7 of the FDG which explains the committee's consideration of the MAIC. 
Dr Vanessa Buchanan argued that the PFS differences were so small that they were better addressed in a MAIC than a Markov model. Giles Monnickendam acknowledged that the PFS differences were small, but that they were not inconsequential to the ICER. 
Concluding this appeal point for NICE, Rachel Williams referred to section 6.2.28 of the Manual, which notes that the "committee's decision on cost effectiveness or cost savings are influenced by …. the robustness and appropriateness of the structure of the economic models. In particular, the committee considers carefully whether the model reflects the decision problem at hand and the uncertainties around the assumptions on which the model structure is based". She noted that it is within that context that the committee considered it reasonable to request a Markov model to explore the uncertainties. 
The appeal panel concluded as follows. 
Regeneron argued that the committee’s request for a state transition (Markov) model was unreasonable given the accepted use of partitioned survival models (PSMs) in prior non-small cell lung cancer appraisals, the acknowledged limitations of state transition modelling without individual patient data (IPD), and Regeneron’s view that the request rested on unsupported assumptions (including equal post progression survival).
The panel found that the committee provided clear reasons for requesting a Markov model. It identified material uncertainty in the indirect treatment comparisons, particularly for OS due to treatment crossover and heterogeneity between trials. Because Regeneron’s PSM necessarily propagates the (uncertain) OS hazard ratios into QALY estimates, the committee asked for a PFS driven state transition framework that could (a) place greater weight on the less confounded PFS evidence, (b) explore equal or similar post progression survival (PPS) as a reasonable scenario reflecting NHS practice after progression, and (c) transparently test the impact of alternative structural assumptions on the ICER. These reasons are set out in the FDG and reflected in the materials for the second appraisal committee meeting (FDG sections 3.7, 3.8, 3.13–3.14, 3.17).
The panel considered the request to be consistent with NICE technical guidance and practice. NICE’s Decision Support Unit Technical Support Document on PSMs recommends using state transition modelling alongside PSMs to verify plausibility and address extrapolation uncertainty when indirect treatment comparisons/OS evidence is limited or confounded. The committee also cited a recent lung cancer appraisal (TA909) where a state transition approach was sought and accepted for decision making when OS evidence was uncertain. In this context, asking for a Markov model to interrogate the key uncertainty is a recognised, reasonable step, not a departure from standards.
The panel found that the committee did not act dogmatically or close its mind to alternatives. It considered Regeneron’s alternative analyses (including MAICs and scenarios) and set out why these did not sufficiently resolve the principal uncertainty around OS, internal consistency between PFS and OS, and the implications for cost effectiveness. The committee explicitly left room for the company to explore different PPS assumptions within a state transition structure and did not prescribe a single specification. Regeneron chose not to provide the requested model; that choice does not render the request itself unreasonable.
The panel determined that Regeneron’s feasibility concerns did not make the request unreasonable. Regeneron stated it could not develop a Markov model in the available time; it did not demonstrate that such modelling was infeasible in principle from the data available, nor did it seek additional time. Reasonableness turns on whether the request “adds up” given the evidential problem the committee was trying to resolve. Here, the request squarely targeted the most consequential uncertainty (OS) and sought a standard, accepted method to explore it.
The appeal panel is satisfied the committee’s explanation “adds up.” The FDG explains (i) why OS from the indirect treatment comparisons was considered particularly uncertain, (ii) why a PFS anchored state transition framework could better test plausible PPS and survival dynamics, and (iii) why the alternative analyses provided did not resolve the core uncertainty (FDG paragraphs 3.6, 3.7. 3.8). This is a coherent evidential chain and falls within the committee’s evaluative discretion.
Accordingly, the panel concluded that the committee’s request for a Markov model was reasonable in light of the evidence, Manual, and previous practice. The fact that previous non-small cell lung cancer appraisals have used PSMs does not preclude a committee from requesting a state transition model where the pattern and sources of uncertainty make it appropriate to do so.
The appeal panel therefore dismissed the appeal on this point.
Appeal point 2.2 - The committee’s requested approach for modelling time on treatment/time to treatment discontinuation is internally inconsistent, biased and unreasonable in light of the evidence before it.
Dr Vanessa Buchanan, for Regeneron, explained that the Committee preferred the ratio method to calculate time-on-treatment for pembrolizumab rather than assuming time-on-treatment was equal to PFS. She described that Regeneron in its view gave valid reasons why it was not appropriate to do so. The Kaplan Meier data were not available for pembrolizumab, which would result in a conservative approach by adopting the ratio method. The Kaplan Meier plots for cemiplimab time-on-treatment side by side with PFS had been provided in Regeneron's submission. She said that had the committee given it proper scrutiny it would have been clear that the ratio approach for cemiplimab time-on-treatment was suitable as the separation between the curves only happened after 4 months. The committee had an entrenched view and it failed to properly consider alternatives. By assuming a shorter cemiplimab time-on-treatment (compared to pembrolizumab), while assuming equal PPS, this breaks the link that the committee was concerned about in the first place, which creates implausible inconsistency.
Dr Raju Reddy, for NICE, explained that time-on-treatment from a trial should be used to model the cost of the drug and the benefits accrual – both PFS and OS. He noted that the treatment exposure to cemiplimab in the EMPOWER-Lung 3 trial was much larger than for pembrolizumab in the KEYNOTE trials. Given the impact is unknown, the committee considered it reasonable that this would impact the generalisability of the outcome. He noted that the committee was not able to compare and contrast the two approaches as these data were not provided or modelled by Regeneron. He explained that a different appraisal committee had previously requested flexible models on post-hoc trial data where the ratio of PFS vs time-on-treatment was considered suitable for decision making. 
The panel asked NICE to confirm whether its view was that it was necessary to use two different methods to assess time-on-treatment and the effect of time on treatment for the two different drugs. Dr Raju Reddy agreed with this statement, and said that the committee can only work from the evidence before it; there is often no perfect data set and so it is always for the committee to arrive at a judgement on the balance of probabilities, in a pragmatic way, to resolve the uncertainties. 
Giles Monnickendam, for NICE, explained in detail the committee's view as to the appropriateness of adopting the ratio method. He explained that the committee was clear that it did not consider it appropriate to use PFS as equal to time-on-treatment in either model. The question for the committee was whether to use the ratio method in both arms, or to use the ratio method in one arm and model the Kaplan Meier curve in the other arm. The committee considered the options, and considered it to be a marginal decision. The committee ultimately preferred to use the Kaplan Meier data for one arm. That is because the committee wanted to be able to analyse the data itself. He acknowledged Regeneron’s concern that using the ratio method in one arm and modelling the Kaplan Meier curve in the other creates potential for bias, and this is acknowledged in the FDG.  In reviewing the actual data in the models, the committee did not consider that the two approaches would give radically different results and so were not concerned that using the different methods would introduce large bias.
Explaining how a Markov model would have assisted Regeneron in this regard he accepted that it would have been practical and valid to connect the ratio of time-on-treatment and efficacy. But given that no Markov model was presented, this was a moot point. Giles Monnickendam said that had Regeneron submitted a Markov model, using the ratio method in both arms, explaining why it considered that modelling to be an appropriate approach, the committee would have been likely to accept that. He said the committee did not consider this to be a fundamental issue for the appraisal. 
In response to a question from the Panel, Giles Monnickendam explained that the EAG had preferred the ratio method but that there were concerns in the data at the first committee meeting which resulted in the committee being unable to rely on it. 
Dr Vanessa Buchanan explained that there were three options available to model time-on-treatment: (1) to assume that time-on treatment was equal to PFS in both arms, (2) the ratio method (which resulted in c.50% higher time on treatment for cemiplimab vs pembrolizumab); or (3) was to use the Kaplan Meier data for cemiplimab and the ratio method for pembrolizumab. The existence of the three options is not acknowledged in the FDG 
Instead, Dr Vanessa Buchanan said that the FDG gave the impression that the committee would only ever have considered the Kaplan Meier data for modelling cemiplimab. It may be that this is a poorly worded FDG, rather than NICE's real intention. She described that Regeneron did not understand why the ratio method was not acceptable. She emphasised that it was a conservative approach, because in the atezolizumab appraisal, the pembrolizumab time-on-treatment tracked above the PFS after the initial six months and so the change of the curve changed drastically thereafter. She said that if the committee was persuaded that immunotherapy post-progression could impact PPS survival, why did it not accept the PPS immunotherapies received by pembrolizumab patients in the KEYNOTE studies. 
Ross Dent, for NICE, said that there was no significant disagreement here between the Committee and Regeneron. The Committee did not consider that the different approaches would have a big impact on the results – but that the committee wanted to see the data available to examine the results. 
In response to a question from the panel as to whether Regeneron was asked for data and declined to provide it, Dr Vanessa Buchanan confirmed that Regeneron thought the issue would make little difference, and so they focused their efforts on other things.
The appeal panel concluded as follows.
Regeneron argued that the committee’s approach to modelling time-on-treatment was unreasonable, internally inconsistent, and biased. Specifically, Regeneron contends that PFS is a valid proxy for time-on-treatment and that the committee’s request for alternative modelling was unjustified.
The panel was not persuaded by Regeneron’s assertion that PFS could be used interchangeably with time-on-treatment. While PFS and time-on-treatment may be correlated in some contexts, they are distinct clinical endpoints. The EAG explicitly advised that the two should not be equated, noting that patients may discontinue treatment for reasons other than progression (e.g., toxicity, patient choice), and that treatment may continue beyond progression in some cases. This advice is reflected in FDG sections 3.9 and 3.13 and the slides for the second committee meeting.
The panel considered that the committee had adopted a reasonable methodological approach. The committee requested that time-on-treatment be modelled using observed trial data where available, and extrapolated separately from PFS. This approach is consistent with NICE’s technical guidance and avoids conflating distinct clinical events. The committee also considered alternative scenarios and sensitivity analyses to test the impact of different assumptions about time-on-treatment, as documented in FDG sections 3.13–3.14.
The panel found no evidence that the committee’s approach was internally inconsistent or biased. The committee applied the same principles to both cemiplimab and comparator treatments, and its request for separate time-on-treatment modelling was based on a desire to improve the accuracy and plausibility of the cost-effectiveness estimates. The committee’s reasoning was clearly documented and transparently discussed.
Finally, the panel found that the committee had explored the impact of different time-on-treatment assumptions through sensitivity analysis, including scenarios where time-on-treatment was aligned more closely with PFS. These analyses helped inform the committee’s judgement and demonstrate that the approach was not rigid or dogmatic.
Consequently the panel considered the committee’s approach to modelling time on treatment to be reasonable, evidence-based, and consistent with NICE’s methodological standards. 
The appeal panel therefore dismissed the appeal on this point.
Appeal point 2.4 - The committee's conclusion that the evidence for clinical similarity was not robust enough for a cost-comparison analysis is unreasonable.
Alan Kane, for Regeneron, explained that according to the Manual, a cost comparison may take place where products are likely to have similar health benefits. Similar health benefits is not an exceptionally high bar. In previous appraisals, he explained, committees have relied on cost indirect treatment comparisons in the absence of direct data. That is particularly significant for two drugs in the same drug class. 
The core of this ground, explained Alan Kane, is that the committee had departed from previous approaches and had set a higher evidential bar than had previously been expected of submitting companies. By becoming preoccupied with the detail, the committee failed to see the bigger picture and failed to recognise the clear and consistent body of evidence showing that pembrolizumab and cemiplimab possess similar clinical benefits. Overlaying all the data there was no statistically significant difference in PFS and OS between pembrolizumab and cemiplimab. He noted that although the data are seldom perfect, there was more than good enough evidence available to the committee to establish similarity and proceed with a cost comparison exercise. 
Dr Raju Reddy, for NICE, explained that for a committee to conduct a cost-comparison analysis it has to be certain that there is clinical similarity. At no stage did the committee have this confidence, he explained. The committee was not able to conclude with any confidence that cemiplimab plus chemotherapy has an effect similar to other immunotherapies plus chemotherapy on OS or PFS. The data do not clearly suggest whether the efficacy of cemiplimab was equal to or better or worse than others. 
Dr Reddy noted that the evidence was not robust enough for a cost-comparison analysis, and that in these circumstances the committee's decision making was therefore consistent with other appraisals. It may not be common, but that does not render the conclusion unreasonable.
The appeal panel asked whether the committee's main issue was with whether the underlying data were robust, rather than the availability of evidence of clinical similarity. NICE pointed towards the British Thoracic Oncology Group's (BTOG) submission to the draft guidance consultation. There, when asked whether the technology was innovative and would have a significant and substantial impact on health-related benefits, BTOG had answered "no, not over current treatments on offer… but may address the potential patient population where need is high".
Dr Shobhit Baijal, for Regeneron, explained that there is no appetite to do a non-inferiority study because it would be unfair to recruit patients to such studies, which will always be an issue for comparing differences. He explained that the identified differences in relation to PFS and OS were so small that in his view expert clinical input should prevail. He explained that when treating patients with this disease clinicians do not consider there to be any difference between the drugs. It does however address a high unmet need in a population where the chemotherapy is inappropriate. 
Giles Monnickendam, for NICE, noted that there is no clear consensus that all PD1 inhibitors are the same, and that it would have been a challenging decision for the committee to have taken when that was not what the committee saw in what was being presented to it in the modelling. 
Alan Kane noted Regeneron's belief that the correct bar is "should be similar enough to proceed" rather than "identical" or "the same". 
Dr Raju Reddy emphasised that the cemiplimab evaluation was not scoped as a cost comparison analysis, and that this was not requested by Regeneron at scoping, accepting instead a cost utility analysis. Regeneron's own base case incorporated cost utility. He expressed the view that Regeneron sought on the one hand to advance similar clinical benefits, but on the other hand pointed to QALY gains in cemiplimab and QALY loss in the comparator. 
Responding to Dr Raju Reddy, Alan Kane said that there was no appetite from NICE to have conducted this appraisal as a cost comparison over a cost utility analysis. 
Giles Monnickendam responded with surprise that Regeneron now appeared to favour cost comparison analysis, when the vast majority of discussion at appraisal committee meetings related to the value propositions which Regeneron considered showed an advantage of cemiplimab. The committee was presented with a model that showed QALY benefits of cemiplimab versus standard of care. Clinical expert input did not counter that view. As a result, the committee did not consider that it was open to it or appropriate for cemiplimab to have been appraised on a cost comparison basis. The role of the committee is to consider the ICER – and what may not look significant in terms of clinical effectiveness may have a significant impact in assessing cost effectiveness. 
The panel reflected on other appraisal committees' approach to cost comparison and that there is a sense that other committees have not required an exceptionally high bar for similarity, instead adopting an empiric approach to conclude that treatments are broadly similar. Giles Monnickendam confirmed that this was not the case here, as the committee simply did not have the results that would have allowed it to reach that conclusion. He noted that the range of plausible interpretations considered by the committee included evidence of cemiplimab being better, worse or the same as the comparator. The impact of that on the ICER could have been explored through a Markov model. 
Rachel Williams, for NICE, noted that the "Lee et al" publication referred to by Regeneron described nine instances where the company involved in those cases had suggested or otherwise intimated that a cost comparison may be applicable, but a cost comparison was not performed – including TA705.
The appeal panel concluded as follows.
The panel determined that during initial scoping, NICE did not consider cemiplimab to be appropriate for the cost-comparison process. Consequently, Regeneron was invited to make a submission under the Single Technology Appraisal (STA) route, in accordance with section 2.6 of the Manual. This decision is not under challenge, and is in any event outside the remit of the panel. However, the panel noted that in NICE’s published response to comments on the draft scope and provisional stakeholder list, no objection was raised to the STA designation by Regeneron, Roche, or the British Thoracic Oncology Group.
The panel considered that given that the evaluation was scoped as an STA, it was reasonable for the committee to assess the relative clinical effectiveness of cemiplimab compared to the comparator. The STA process requires a full consideration of clinical and cost-effectiveness, and the committee acted within its remit in scrutinising the robustness of the indirect comparisons.
The panel is satisfied that the committee considered expert clinical opinion, trial data, and indirect comparison methods in a reasonable and transparent manner. The FDG documents the committee’s deliberations on clinical similarity (paragraphs 3.6, 3.8, 3.14), including concerns about residual confounding, differences in trial populations, and the absence of formal non-inferiority or equivalence data.
The panel considered that the committee’s statement that the efficacy of cemiplimab compared to pembrolizumab could be “the same, worse or different,” reflects the uncertainty in the evidence base. This was not an unreasonable conclusion. Indeed, Regeneron itself acknowledged limitations in the indirect comparison and did not provide formal equivalence data. It was therefore reasonable for the committee to seek to explore this uncertainty further rather than proceed with a cost-comparison analysis.
The panel was reassured that all relevant processes in NICE’s manual relating to STA evaluations were followed. The committee’s approach was consistent with NICE’s expectations for evidence scrutiny, stakeholder engagement, and decision-making under uncertainty.
The appeal panel therefore dismissed the appeal on this point.
Appeal point 2.6 - The Committee’s conclusions on the comparative effectiveness evidence are unreasonable in light of the evidence submitted.
Grant Castle introduced this appeal point for Regeneron and stated that the company disagreed with the committee's statement that "the results of the MAIC were highly uncertain and did not resolve the concerns with the results of the network meta-analyses". Regeneron considers this to be a blanket conclusion that is too sweeping and fails to consider the PFS. The MAIC specifically addressed that issue. The PFS MAICs specifically addressed the committee's concerns and were not subject to the same degree of uncertainty as the OS analyses. In Regeneron's opinion the committee's criticism is based on an assumption of equal PPS between cemiplimab and pembrolizumab and a near perfect surrogate link between PFS and OS, which Regeneron believes to be an unsupported and unjustified assertion which is inconsistent with other preferences expressed by the committee. 
Dr Raju Reddy, for NICE, emphasised that the committee's primary concern was in respect of OS rather than PFS as that was where the major uncertainty lay. Going to the specific appeal point, Dr Reddy noted that there were a number of treatment effect modifiers present – the duration of treatment, distribution of PDL 1 expression, age, cancer state, smoking history, study site locations, pre-trial standard of care and second line treatments were all different. All of these differences formed part of that uncertainty. 
Dr Vanessa Buchanan, for Regeneron, noted that the network meta-analyses results were slightly in favour of cemiplimab on OS, and against cemiplimab on PFS. Regeneron considered the differences to be as a result of heterogeneity. This was then adjusted for effect modifiers. Regeneron then tested these with clinicians. There were no data to suggest that cemiplimab OS is less than pembrolizumab OS. To shift the hazard ratio in favour of pembrolizumab would have been mathematically implausible – as there are no data whatsoever to support that shift in favour of pembrolizumab. 
Giles Monnickendam, for NICE explained that when the committee looked at the analysis it was not looking for a particular result. He noted the importance of the cross-over issue in the first appraisal meeting which continued to have an important effect throughout the appraisal. The committee considered at the second committee meeting that it had not been adequately adjusted for within Regeneron's new analyses and that was one of the key reasons why the committee did not feel that the analysis should be used within its decision making.   
The committee did not consider the MAIC to have reduced the uncertainty. Instead, the MAIC had presented a wider gap between results for PFS / OFS – which were internally inconsistent and externally extremely inconsistent. The modelling implied, based on the hazard ratios, that the switch between pembrolizumab plus chemotherapy to cemiplimab plus chemotherapy, the immunotherapy in that regimen (i.e. cemiplimab or pembrolizumab) had almost as much impact as adding an immunotherapy into chemotherapy alone. Those results were not considered by the committee to be plausible but were included in Regeneron's base case. This increased the uncertainty rather than resolved it.  
The panel explored further the importance of the cross-over issue, especially where both the EAG and Regeneron disagreed with the committee's view. In response to a question from the panel, Giles Monnickendam explained that the cross-over had only been applied in one half of the study (to the squamous population but not in the non-squamous population) and so the cross-over adjustment was incomplete. That is documented in the FDG (paragraphs 3.6, 3.7). He acknowledged that the MAICs were helpful in highlighting the potential biases in the indirect treatment comparison that would favour pembrolizumab, but that there was no complete adjustment for the cross-over. 
The committee considered that this meant it could not rely on these data for decision making. 
The appeal panel concluded as follows.
The panel acknowledged that the committee considered the MAIC submitted by Regeneron, as well as other indirect comparisons. The committee had acknowledged the methodological effort but identified limitations, including residual confounding, differences in trial populations, and the absence of formal non-inferiority or equivalence data. These concerns are documented in FDG sections 3.7, 3.8, and 3.17.
The panel accepted that the committee took account of expert clinical input which suggested that cemiplimab and pembrolizumab may be broadly similar in clinical practice. However, the committee noted that expert opinion alone could not resolve the uncertainty in comparative efficacy, especially in the absence of robust statistical evidence. This balanced consideration is consistent with NICE’s approach to triangulating evidence.
The panel noted that the committee concluded that the efficacy of cemiplimab compared to pembrolizumab could be “the same, worse or different.” This reflects the uncertainty in the evidence base and is not an unreasonable position. Regeneron itself acknowledged limitations in the indirect comparison and did not provide formal equivalence data. It was therefore reasonable for the committee to seek to explore this uncertainty further rather than proceed with a cost-comparison analysis.
The panel noted that the appraisal was scoped as a STA, not a cost-comparison. This decision was made during initial scoping, and NICE invited Regeneron to make a full STA submission. In accordance with section 2.6 of the Manual, the STA process requires a full assessment of clinical and cost-effectiveness. The panel noted that no objections to the STA designation were raised during the scoping consultation by Regeneron, Roche, or the British Thoracic Oncology Group.
Although not the substance of this appeal point, the panel also noted the clarification made by the NICE technical team during the hearing, that they did not decline to make factual corrections to committee slides, but were instead asked to add additional information. This account was accepted by Regeneron during the hearing and does not indicate procedural unfairness.
The appeal panel therefore dismissed the appeal on this point.
Conclusion and effect of the Appeal Panel’s decision

The appeal panel dismissed the appeal against this appraisal on all grounds.
There is no possibility of further appeal against this decision of the appeal panel. However, this decision and NICE’s decision to issue the final guidance may be challenged by applying to the High Court for permission to apply for a judicial review. Any such application must be made within three months of NICE publishing the final guidance.
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