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Decision of the appeal panel
Introduction
An appeal panel was convened on 2 October 2025 to consider an appeal against NICE’s final draft guidance ("FDG"), to the NHS, on durvalumab with platinum-based chemotherapy, then with or without olaparib, for treating newly diagnosed advanced or recurrent endometrial cancer.
The appeal panel consisted of: 
Biba Stanton			Chair
Alina Lourie			Non-executive director of NICE
Nigel Langford			Health service representative
Tina Alexopoulos		Industry representative
Sheba Joseph			Lay representative
None of the members of the appeal panel had any competing interest to declare. 
The appeal panel considered an appeal submitted by AstraZeneca (the "company").
AstraZeneca was represented by: 
Gavin Stewart			Head of Market Access Oncology
Philippa Murphy			Market Access Team Lead
David Catterick			Market Access Director
David Harland			Oncology Medical Affairs Head
Adela Williams			Legal Representative
In addition, the following individuals involved in the appraisal were present and available to answer questions from the appeal panel:
James Fotheringham		Technology Appraisal Committee A 					Vice Chair
Jacoline Bouvy 			Programme Director, Medicines						Evaluation, NICE 
Emily Crowe			Associate Director, NICE
Joanna Richardson		Health Technology Assessment						Adviser, NICE	
Becky Pennington		Technology Appraisal Committee A					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. 
Mark Chakravarty, NICE lead non-executive director for appeals, in preliminary correspondence had confirmed that AstraZeneca had potentially valid grounds of appeal under Grounds 1(a), 1(b) and 2. 
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 NICE 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: David Catterick on behalf of AstraZeneca and James Fotheringham on behalf of NICE. 
Appeal Ground 1a: In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1a.1: The committee has concluded that the ICER threshold should be limited to £20,000 per QALY due to “uncertainties” in the data, but has failed to explain and/or take into account the limited impact of such uncertainties on the ICER
Gavin Stewart, for AstraZeneca, made the case that the committee had failed to take into account the limited impact of the uncertainties it had identified, when it concluded that a £20,000 incremental cost effectiveness ratio (“ICER”) threshold was appropriate, and that this resulted in a process failure.  Although the committee had identified the areas of uncertainty, he said it had failed to assess the magnitude or direction of any uncertainty and that procedurally there should have been some rational assessment of the uncertainties and how they affect the ICER.  The committee had not explained why the uncertainties it had identified resulted in the threshold applied.  
Gavin Stewart discussed the specific uncertainties considered in the FDG.  In relation to the stated uncertainty as to data immaturity, he noted that there was a high degree of concordance between AstraZeneca, the external assessment group (“EAG”) and expert validation.  He said that AstraZeneca’s conservative base case was in the round agreed by AstraZeneca, the committee and EAG and noted the conclusion in the FDG that there was little uncertainty in the conclusions reached as to overall survival.  With regard to subsequent treatments, he explained that an identified uncertainty for dMMR patients did not translate to the pMMR cohort and said that the uncertainty identified had zero impact on the ICER.  He also said that by applying a treatment cap at 3 years AstraZeneca had further reduced the uncertainty related to follow up data.  
James Fotheringham, for NICE, explained that the committee's decision making is a deliberative process, in which decisions about effectiveness will take account of the degree of uncertainty identified, but that often the nature of uncertainty prevents a formal analysis of the amount of uncertainty being considered.
Becky Pennington, for NICE, explained that the DUO-E trial had a short follow up and immature data.  She said that there was no evidence of overall survival benefit for durvalumab because the overall survival results in that group were not statistically significant.  This meant the evidence was highly uncertain and unreliable.  It also meant the ICERs were highly uncertain and the only way to reduce this was through further data collection.  Alternative overall survival extrapolations were also based on the same immature overall survival data which led to fundamentally uncertain extrapolations.
James Fotheringham stated that subsequent treatment in the DUO-E trial was not generalisable to NHS patients. He explained that trials are conducted globally to ensure sufficient size, and are variable by geography owing to regional variation in subsequent treatment.  Often in cancer trials, subsequent immunotherapy introduces uncertainty.  The issue here is that subsequent substantial immunotherapy in the durvalumab arm would not be available in the NHS.  This was agreed by all stakeholders.  It was further exacerbated by the short trial duration.  He said that the company and some clinical experts felt the additional treatment would not influence the outcomes but there was no evidence to support this position and the committee had seen contrary evidence in previous appraisals.  The committee requested additional evidence following the first committee meeting but no new evidence was produced to help address the uncertainty.
Becky Pennington explained that the treatment cap applied by AstraZeneca was not present in the DUO-E trial.  She noted AstraZeneca considered this would reduce uncertainty for costs but the committee was more concerned with uncertainty in the outcomes.  There was no evidence that outcomes without a treatment cap would be the same as outcomes with a treatment cap.  If the treatment cap reduced costs it might also be expected to reduce effectiveness and the committee did not see any evidence to suggest this would not be the case.  James Fotheringham noted that it is unusual to see a treatment cap in clinical practice which is not in the clinical trial, and that it was very challenging to understand what the presence of a newly applied treatment cap in a trial that was short might have on clinical outcomes.
James Fotheringham explained that the committee's start point for the ICER threshold is £20,000 which is, broadly speaking, increased for innovation and equality impacts and reduced for uncertainty.  He said the mechanisms that committees commonly use to quantify levels of uncertainty were not available in this case as the committee was not provided with evidence that would enable them to do so.  The committee discussed all three areas of uncertainty in part 2 of the committee meeting and ultimately agreed to allow it to influence the threshold but could not go further when uncertainties had not been quantified.
Jacoline Bouvy, for NICE, explained that when taking uncertainty into account, even where it is not possible formally to quantify the impact of uncertainty, committees have to consider the likelihood that the ICER generated using the preferred assumptions is a true reflection of the incremental cost effectiveness.  Where there is substantial uncertainty the committee considers the extent to which the ICER is an underestimate or overestimate.  In this case the committee were presented with a number of overall survival extrapolations but they were all highly uncertain because of the length of the data collection and because the assumed overall survival benefit was itself highly uncertain.  The direction of this uncertainty meant that the actual ICERs could be much higher than that produced using the preferred assumptions.  This tends to mean a committee would be more comfortable with a threshold towards the lower end of the range.
Gavin Stewart accepted that there was uncertainty present but doubted that it was an uncommon level of uncertainty in an evaluation considering an oncology trial.  He stated that the committee had the tools to measure the uncertainty present and that should have led to a more transparent evaluation of it.  
Adela Williams, for AstraZeneca, said the Health Technology Evaluations Manual (“the Manual”) does not provide for setting an ICER threshold only the factors that may be taken into account when deciding an appropriate ICER for a particular product.  This is set out at paragraph 6.3.5 of the Manual with uncertainty being only one factor.  She said it was misleading to suggest the committee is supposed to start with a threshold of £20,000 which can then be increased.
James Fotheringham said the committee never go below £20,000 or above £30,000, and that they follow the factors set out in the Manual to determine the appropriate ICER within that range.  The key point in the committee's mind was the core disconnect between what was in the economic modelling and the trial and how this generated the evidence that informed the model.   
Gavin Stewart clarified that the proportion of patients rechallenged on immunotherapy in the pMMR durvalumab subgroup was 12.6%.  He said this had no meaningful impact on the magnitude of the ICER.
The appeal panel concluded as follows.  The appeal panel noted the approach to setting an ICER threshold set out at paragraph 6.3.5 of the Manual, including the importance of uncertainty.  In this case, the committee explained their conclusions on three key areas of uncertainty clearly in the initial and final draft guidance.  From the discussion during the hearing, it was clear that the committee had also considered the degree of uncertainty associated with each of these factors (albeit they reached different conclusions from AstraZeneca on this point) and that this informed their conclusion about the ICER threshold.  AstraZeneca had a chance to respond to these issues at consultation.  The appeal panel therefore concluded that the committee had followed the process set out in the manual.
The appeal panel noted that decision making about the ICER threshold is deliberative, taking account of a range of complex factors, rather than using a quantitative method or algorithm.  The appeal panel did not agree that paragraph 6.3.5 of the Manual requires the committee to expressly record specific conclusions in the FDG about the degree of uncertainty related to particular factors. Overall, the appeal panel concluded that the FDG provided a sufficiently clear explanation of the committee’s reasoning in reaching their preferred ICER threshold. 
The appeal panel therefore concluded that NICE had followed the due process in a fair and transparent manner in reaching their conclusion about the ICER threshold.
The appeal panel therefore dismissed the appeal on this point.
Appeal point 1a.5: The fact that the committee altered its position in relation to a key issue immediately before ACM2 with no opportunity for consideration or consultation by AstraZeneca is not consistent with NICE’s procedures or standards of fairness
Philippa Murphy, for AstraZeneca, set out the company's position that the committee had failed to consult on a key assumption, which was contrary to NICE's procedures and standards of fairness.  The material change related to the proportion of patients initiating olaparib at the maintenance stage.  She stated that at the first committee meeting the committee had accepted AstraZeneca's submission (79%) which was also supported by the experts.  However, the day before the second committee meeting AstraZeneca was advised that the committee wanted to reconsider this assumption.  It is AstraZeneca's position that it was not provided with adequate opportunity to respond. There were also no experts present at the second committee meeting to provide an expert clinical opinion.  The committee amended its assumption to 100% of patients initiating olaparib at the maintenance stage based on evidence from NHS England's Cancer Drug Fund Lead.  AstraZeneca's view is that this should have been subject to consultation and clinical expert scrutiny as a matter of fairness and in compliance with the Manual and the change resulted in a fundamental shift to the ICER.
Emily Crowe, for NICE, said the proportion of patients initiating olaparib at the maintenance stage has a very small impact on the ICER.  The committee did not change its position immediately before the second committee meeting but needed to react to the information provided by the Cancer Drug Fund Lead which clarified a misinterpretation about the Marketing Authorisation.  She said AstraZeneca was involved in a lengthy discussion on the issue at the second committee meeting.
Joanna Richardson, for NICE, explained that the Marketing Authorisation was key to the committee when determining the proportion of patients initiating olaparib at the maintenance stage.  She stated that a Marketing Authorisation had been granted for olaparib combined with durvalumab.  However, a Marketing Authorisation for durvalumab as a monotherapy had not been granted.  She noted that AstraZeneca said it was not realistic to assume 100% of patients started olaparib at the maintenance stage and that the company base case reflects how it should be viewed in clinical practice.  However, this was not aligned to the Marketing Authorisation.  She explained that at the first committee meeting the Cancer Drug Fund Lead had not been explicit on the limitations of the Marketing Authorisation and that this had been misinterpreted by the committee.  However, following publication of the draft guidance the Cancer Drug Fund Lead provided a clarification email.  Joanna Richardson acknowledged that this had been received on 6 March 2025 but owing to an administrative error was not shared with AstraZeneca until 30 April 2025 which was very close to the second committee meeting.  She explained that AstraZeneca was provided with the opportunity to comment on the assumption at the second committee meeting and also provided with the opportunity to provide a written comment.  However, given NICE's remit to consider the technology in line with how the Marketing Authorisation had been granted, the committee ultimately agreed it should be aligned to how it would be commissioned in the NHS.
Emily Crowe explained that the committee did not consider further consultation on the issue to be necessary.  She referred to paragraph 5.8.59 of the Manual which requires the chair of the committee to consider whether it is necessary to repeat the draft guidance consultation where there is a substantial revision of the committee's previous decision, discussions or the evidence base.  The committee did not consider this necessary taking into account that the technology had been appraised in line with the Marketing Authorisation for durvalumab and olaparib and the Marketing Authorisation was not subject to consultation, there was only a small change to the ICER and the effect of this assumption would not have altered any conclusions on cost effectiveness.
Emily Crowe confirmed that it was the committee's understanding that where a patient developed toxicity and they were unable to initiate olaparib they would also have to stop durvalumab.  She referred to table 2 of the Summary of Product Characteristics (“SmPC”) which states that for most of the adverse events the advice is the permanent discontinuation of durvalumab, or durvalumab in combination with other products.
Adela Williams, for AstraZeneca, explained that following the first committee meeting and draft guidance the committee did not raise an issue with the agreed assumption.  AstraZeneca was only made aware that the committee wanted to reopen the issue immediately before the second committee meeting.  She stated that AstraZeneca did not have time to prepare and was unable to raise a number of points.  Furthermore, the absence of the clinical experts at the second committee meeting meant they were unable to comment.  She said the fact that AstraZeneca was allowed to make written submissions reinforced the requirement that consultation was required.  She noted that although it is the committee's position that it would have made little difference to the ICER the company is entitled to a fair procedure and if the change made any significant difference, the committee should have consulted.
Adela Williams addressed AstraZeneca's position on whether the input of clinical experts was necessary.  She explained that at the start of treatment, patients must be suitable for durvalumab and olaparib, however it is not possible to predict who would develop a toxicity that would preclude combination treatment.   She noted the committee concluded that this meant patients would be forced to discontinue both treatments.  However, this was not how AstraZeneca had read the SmPC which is why clinical expert input was required.
Philippa Murphy stated that AstraZeneca responded with a written addendum on 9 May 2025, the EAG shared its comments on 13 May 2025 and the FDG was circulated on 14 May 2025 for comments.  In light of that timetable, she queried what consideration had been given to AstraZeneca's comments.
Emily Crowe stated that although the clinical experts could give an opinion on how they would like durvalumab and olaparib to be used it would be down to how it was commissioned.  The Marketing Authorisation and table 2 of the SmPC stated durvalumab would be discontinued for most adverse events.
Adela Williams challenged NICE on whether this would also include haematological toxicities.
Emily Crowe accepted that this would require a clinical expert to comment.  She explained that a committee will only invite clinical experts to the second committee meeting when required.  However, AstraZeneca's consultation response had no new evidence and was focused on the ICER threshold.  There was nothing additional which required a clinical expert opinion.  She also explained that the committee could have had an additional round of consultation but considered this unnecessary as there was nothing material that would change the decision, the difference on the ICER was very small and the Marketing Authorisation was clear about how it would be commissioned.
Jacoline Bouvy, for NICE, acknowledged that it was unfortunate the information was shared with AstraZeneca late.  She explained that when considering whether an additional round of consultation is necessary NICE must balance procedural fairness with following its own process.  It must also factor in the proportionality of the different options at its disposal.  It was the committee's view that AstraZeneca had adequate opportunity to share its reflections and response whilst the FDG was being developed.  She explained that further consultation would have an opportunity cost and resource implications which must be considered.  Further consultation will usually only happen when there are new key issues which may impact decision making.
Adela Williams acknowledged that mistakes can happen but stated that if the result is that AstraZeneca has been deprived of sufficient time to adequately consider and respond to a change in position then NICE cannot rely on proportionality to avoid consultation. She explained that AstraZeneca considers this to be an important issue which made a material difference which required proper discussion, consultation and input from the clinical experts.
The appeal panel concluded as follows. It reminded itself that this appeal point related to a question of whether the procedure followed by the committee had been sufficiently transparent and fair.
The appeal panel understood that the committee had changed their preferred assumption when they received additional information from the Cancer Drug Fund Lead immediately after the first committee meeting.  An error meant that AstraZeneca were not alerted to this change until the working day prior to the second committee meeting. 
The advice from the Cancer Drug Fund Lead stated “For pMMR disease at the outset of maintenance treatment, patients must start both durvalumab and olaparib.  We expect dose reductions/relays in some patients and these will be delays for durvalumab and dose reductions and/or delays for olaparib.  If unacceptable toxicity arises which means that durvalumab or olaparib have to be stopped, then one can be stopped independently of the other.  However, if patients have a true contraindication to starting durvalumab (e.g. autoimmune disorders) or to starting olaparib (e.g. the need to continue treatment with a strong CYP3A inducer), then they are disqualified from use of durvalumab and olaparib in this indication.”  At the hearing, it was clear that the committee interpreted this to mean that there were no circumstances in which maintenance durvalumab could be given without olaparib in NHS practice.  However, it was also clear that AstraZeneca were not convinced that the Cancer Drug Fund Lead had considered the particular circumstance of patients who develop a haematological toxicity during the initiation phase of treatment (which they said was an important reason for the proportion of patients starting olaparib being <100% in the DUO-E trial). 
The appeal panel noted that AstraZeneca had the opportunity to discuss this issue at the second committee meeting, but they had very little time to prepare for this.  The appeal panel noted that NICE took an additional step to try to make a fair response to their error by giving AstraZeneca an opportunity to submit additional written evidence on this point, but also that the time between these comments being received and the FDG being published was short. 
The appeal panel were aware that when an error occurs (such as the delayed communication of a change in a preferred assumption in this case) a fair response by NICE should be proportionate to the importance of the issue concerned.  They noted the committee’s comments at the hearing that this was a minor issue that did not have a significant effect on the ICER.  However, the appeal panel also reviewed the slides from the first committee meeting. It noted that this question had been described as a “key issue” and that the proportion of patients who would receive both durvalumab and olaparib had been identified as having a “large” impact on the ICER.  
The appeal panel also considered whether the written advice from the Cancer Drug Fund Lead meant that they could only conclude that 100% of patients would start treatment with olaparib.  On balance, they concluded that this was not the case.  At the hearing, there was disagreement about how the Cancer Drug Fund Lead’s comments should be interpreted and whether they addressed the situation of the most relevant group of patients.  The appeal panel felt that the discussion at the second committee meeting could arguably have reached a different conclusion if AstraZeneca had had greater chance to prepare, or if clinical experts had been present. The appeal panel were not convinced that the opportunity to provide further written submissions was a sufficient substitute for this form of discussion.  
Taking all these factors into account, the appeal panel concluded that the opportunity for discussion at the second committee meeting and submission of additional written comments was not sufficient to constitute a fair opportunity to respond to this change in the preferred assumptions. 
The appeal panel therefore upheld the appeal on this point.
Appeal point 1a.6: The lack of any reasonable opportunity for commercial negotiation has prejudiced the conduct of this appraisal
Gavin Stewart, for AstraZeneca, stated that the company had no reasonable opportunity to access commercial negotiations and as a result could not present the committee with a realistic value proposition.  This was despite multiple attempts by AstraZeneca to access commercial negotiations.  He explained that commercial negotiations are particularly important for combination therapies.  This is recognised in the Manual where it is acknowledged that combination therapies have additional challenges in demonstrating cost effectiveness.  As both durvalumab and olaparib are already reimbursed for use in the NHS in multiple indications, pricing is governed by complex arrangements with NHS England. A simple Patient Access Scheme (“PAS”) is not available in those circumstances.  Following the first committee meeting AstraZeneca was provided with the opportunity to access commercial negotiations if it accepted the preferred assumptions and a £20,000 ICER threshold.  Whilst AstraZeneca was happy to agree the assumptions it did not consider the lower band threshold appropriate.  AstraZeneca considers it was fundamentally unfair to require it to agree to the uncertainty-adjusted threshold as a prerequisite to commercial negotiations before it had been further investigated and considered.  AstraZeneca considers that this created an unfair process which was particularly acute given the pre-existing pricing mechanisms, meaning AstraZeneca had no way of introducing commercial pricing proposals.  Conducting the appraisal at an artificial price point meant the committee was unable to quantify decision risk or adjust for uncertainty.  He said that if AstraZeneca had been permitted to access commercial negotiations with NHS England he is confident that a positive outcome could have been achieved.
Emily Crowe, for NICE, explained that the ICER threshold serves two purposes. First, it is needed in order for commercial negotiations to take place, as it is not reasonable for a company and NHS England to negotiate a price without considering the bar applied by an ICER threshold.  Second, it is needed after commercial negotiations are concluded so that the chair can decide whether to approve the technology based on the threshold.  This is set out at paragraph 5.8.45 of the Manual.  Paragraph 5.8.35 explains that the company will confirm whether they accept the committee's key assumptions.  Paragraph 5.8.42 explains that if the company informs NICE that it does not accept the committee's preferences and assumptions NICE will be unable to accommodate any further requests to delay its process to accommodate PAS or commercial access agreement discussions.  Emily Crowe explained that the issue was discussed at the second committee meeting.  AstraZeneca could not accept a threshold at the lower end of the range and the company did not argue that there should not be a threshold. She also noted that AstraZeneca are aware of the process and since 2022 the Commercial Liaison team have issued 12 commercial briefings to the company.  In each case an ICER threshold was included.
Jacoline Bouvy, for NICE, explained that the Manual refers to the NHS England Commercial Framework which sets out the principles and practicalities regarding commercial medicines.  The first principle is that NHS England commercial activity serves to support the evaluation rather than provide a substitute or alternative for it.  Only after the committee has identified its preferred assumptions and a relevant ICER threshold agreed can commercial discussions occur.  The fact that the committee is not always presented with decision making ICERs, as suggested by AstraZeneca, does not mean that the committee can act differently in identifying the most plausible assumptions.  She explained that paragraph 85 of the Commercial Framework explicitly acknowledges that commercial arrangements support companies in presenting a value proposition to NICE such that after the commercial negotiations have concluded the chair can decide whether a technology can be considered cost effective within the relevant threshold.
Emily Crowe explained that had AstraZeneca entered into commercial negotiations and reached a deal which lowered the ICER below the threshold this would have been taken into account in the decision.  However, AstraZeneca was not willing to negotiate at the committee's threshold.  This meant the ICERs presented to the committee, including all the relevant (commercial in confidence) discounts represented the best offer AstraZeneca was prepared to give.
Gavin Stewart confirmed that AstraZeneca considered NICE's process to be unfair but also the committee applied the process incorrectly.  He said that the Manual does not require a threshold as a prerequisite to commercial negotiations, it only requires the company to accept the preferred assumptions.  The NICE process requires the ability to quantify the uncertainty and how it relates to the threshold, this is not possible if it is done upfront.
Adela Williams, for AstraZeneca, stated that paragraph 5.8.45 refers to the company accepting the preferred assumptions. However, it is AstraZeneca's position that this is different from accepting the maximum plausible ICER.  There is no requirement for the company to accept the maximum ICER set by the committee to proceed with commercial negotiations.  If the maximum ICER is influenced by uncertainty over price then it makes sense for the company to be able to negotiate on price before any firm decision is made on the threshold.   
Jacoline Bouvy stated there are three reasons why it is absolutely essential to have an agreed ICER threshold before commercial negotiations.  First, for NHS England and the company to be able to agree on a commercial agreement that can bring the ICER into the positive recommendation range, they fundamentally need to know two things, what the final ICERs are that best reflect the evidence and, what the relevant threshold is at which the committee considers the technology to represent an effective use of resources.  Second, it is the role of NICE to determine what represents value for money to the NHS, not the company or NHS England.  If it was left open to NHS England and the company to agree an appropriate threshold it would undermine NICE's independence and process.  Third, if after successful commercial discussions there is a change to the relevant decision making ICERs the committee can give a mandate to the committee chair to agree if it is cost effective.  To do so, the chair must be able to understand the mandate and the committee must be clear what it considers to be a relevant decision making threshold and what would be a cost effective use of NHS resources.  She confirmed that there are no circumstances in which a technology could be referred to commercial negotiation without an ICER threshold.
James Fotheringham, for NICE, clarified that the committee used the discounted costs and were not making decisions based on the list price.  The committee recognised that there could be further discounts after commercial negotiation.
Jacoline Bouvy considered whether the committee should have varied its approach and referred the technology for commercial negotiation given it was conceivable that the committee's view may have changed following consultation and that AstraZeneca argue that had the ICER landed in the middle range the committee may have been persuaded to accept a higher maximum ICER.  She explained that by pausing the appraisal after the first committee meeting to allow for commercial negotiations the second committee meeting slot would be lost. Had it gone to commercial negotiations the most likely outcome is that the committee would have been presented with an ICER that would not enable chair's action and the committee would still be in the same position with a negative recommendation.  Whilst in theory NICE could have taken an alternative approach it would have ended up in the exact same position and would have allowed AstraZeneca to present a commercial arrangement closer to the threshold but with a substantial delay to the process.  She explained that the committee do not force a company to accept a threshold they do not agree with and an appropriate way to mitigate this is by issuing draft guidance and allowing the company to respond and engage on any disagreement.  Commercial negotiations can still take place after the second Committee meeting if the company is willing to accept the assumptions and threshold.  At least half of appraisals are paused after the second committee meeting to allow for commercial negotiations.
Gavin Stewart confirmed AstraZeneca did not consider entering commercial negotiations after the second committee meeting as it did not accept the threshold.
Jacoline Bouvy said the commercial framework is clear that a commercial briefing requires an explicit ICER threshold.  She also stated that AstraZeneca was very experienced in the commercial negotiation process and that the issue is potentially not whether there needed to be a threshold but that AstraZeneca viewed the threshold as too low. 
Gavin Stewart said that the uncertainty had not been quantified and that there has to be a relationship with price.  This is a combination therapy with multiple novel treatments and the Manual reiterates the importance of commercial solutions for combination therapies.  He explained that this is a unique circumstance in AstraZeneca's portfolio.
Gavin Stewart considered whether any new evidence had been submitted following the first committee meeting.  He explained that AstraZeneca had been engaging in conversation to try to get the committee to consider the extent of the uncertainty. 
Jacoline Bouvy said NICE does deal with combination therapies relatively frequently, especially in cancer appraisals.  She acknowledged that different prices can sometimes add complexity but not to the extent that an ICER threshold would not be appropriate.  The complexities are unrelated to the decision making ICER and unrelated to what the committee considered would be cost effective.
The appeal panel concluded as follows.  The appeal panel considered whether NICE had been fair to AstraZeneca in its approach to the process for providing opportunity for commercial negotiation as set out in the Manual. (It was not for the appeal panel to consider the broader issue raised by AstraZeneca at the hearing of whether the current NICE process is appropriate in this regard.)  
The appeal panel reminded itself of the wording of the Manual (published 31 January 2022 and updated in October 2023) regarding the process for commercial access agreements.  At paragraph 5.8.35 it states that “NICE will inform the company of the committees' recommendation and key assumptions. The company will confirm to NICE within 14 days of the first committee meeting whether they accept the committees' preferences and assumptions and if they wish to request a delay to publication of the draft guidance for up to 42 days to allow discussions with NHS England and NHS Improvement.”  The appeal panel agreed that “the committees’ preferences and assumptions” must refer to the ICER threshold in addition to the preferred assumptions in the economic model.  This interpretation is supported by the description of draft guidance at paragraph 5.8.45 that specifies that draft guidance usually contains “the committee's preferred assumptions and maximum acceptable ICER, if appropriate”.
The appeal panel was aware that processes should not be applied rigidly, but consideration should be given to whether a different approach may be needed in particular circumstances.  However, the appeal panel were persuaded by the NICE team’s view that having a clear ICER threshold prior to commercial negotiation is vital both as a basis for negotiation and to then allow a committee chair to make a decision on whether to recommend a technology following that negotiation. The appeal panel did not hear a convincing argument for why this accepted process, for which there is such a strong rationale, should have been departed from in the circumstances of this appraisal.  
The appeal panel therefore dismissed the appeal on this point.
Appeal Ground 1b: In making the assessment that preceded the recommendation, NICE has exceeded its powers
Appeal point 1b.1: Failure to act fairly by not complying with the Public Sector Equality Duty under section 149 of the Equality Act 2010
Adela Williams, for AstraZeneca, stated that section 149 of the Equality Act 2010 requires NICE to have 'due regard' to eliminating discrimination, advancing equality of opportunity and fostering good relations.  The statutory duty requires NICE to take positive steps to advance equality and minimise disadvantage and to transparently address these obligations.  It is a duty of substance not form.  The public body must make reasonable enquiries about the potential impact, or the proposed impact, of the policy or decision on people with relevant characteristics.  She said that this appraisal disproportionately impacted people of black ethnicity, women and people disabled by obesity, all protected characteristics.  She noted the FDG identifies at least some of the equality issues but said that the committee failed to meet the duty to advance equality or minimise the disadvantages.  She said the detail in the FDG and equality impact assessments (“EIAs”) is remarkably thin; only providing a high level assessment which concludes that it is not necessary to take these factors into account because the technology is not cost effective. She noted the information provided by Peaches Womb Cancer Trust in response to the draft guidance which details the disadvantages faced by black people, women and those from socially deprived backgrounds.  AstraZeneca argues that the committee should have done more to consider possible mitigation to reduce the disadvantage and to document analyses of why alternative strategies were not adopted, both of which are absent from the FDG and EIAs.
Jacoline Bouvy, for NICE, said that NICE takes it responsibilities under the Equality Act 2010 very seriously and the committee considers it has met the public sector equality duty (“PSED”).  She explained that NICE's obligation to comply with the PSED goes beyond the equalities section of the FDG and EIAs and is embedded in the processes and NICE's approach to developing guidance.  This includes giving consideration to equality impacts when developing guidance, hearing from patients, carers and the public to identify areas of potential discrimination and opportunities to advance equality, ensuring diversity in its committees, producing an annual equality report where considerations during guidance development are collated and summarised, and continuing to learn and improve by providing specific training sessions on the PSED to appraisal committee members.  In this specific appraisal the committee has invited stakeholders to identify equality issues.  At the scoping stage stakeholders were asked to identify any preliminary issues, and no relevant equality issues were received.  In response to draft guidance the committee received comments regarding ethnic and social equality issues. The committee requested further evidence on the P53 subgroup which was overexpressed in the black ethnic group.  AstraZeneca declined to provide this analysis and the committee was unable to progress this further.  She explained that through this approach the committee had complied with the PSED and had shown due regard to the need to advance equality of opportunity by actively identifying areas for further exploration within this subgroup based on what it had heard in the first meeting from clinical experts.
James Fotheringham, for NICE, said the committee had been presented with evidence which was associated with high uncertainty and higher ICERs.  The committee looked for evidence that could support a positive recommendation.  He noted that during the appraisal process the committee was presented with three important facts.  First, pMMR endometrial cancer is a heterogenous group which could explain why outcomes were less effective in pMMR than dMMR. Second, less than 5% of people recruited in the DUO-E trial were of black ethnicity.  Third, P53 is one of three molecular subtypes which AstraZeneca's submissions said have distinct features that have been included in guidance and which is overexpressed in black people.  In general one third of people with pMMR have P53, this increases to half in black populations.  At the first committee meeting the clinical experts confirmed that olaparib offers significantly better outcomes than other indication outcomes for P53 disease.  Taking into account this evidence, the expert testimony and the unmet need the committee requested clinical and cost effectiveness evidence for the P53 subgroup from AstraZeneca.  Unfortunately, AstraZeneca did not submit this data. He explained that in other appraisals the committee had received information on P53 disease in pMMR populations that has enabled a positive recommendation.
James Fotheringham noted that obesity was not in AstraZeneca's equality submissions.  He explained that it was difficult for the committee to make an optimised recommendation about obesity because it is not a protected characteristic, although he noted that the disease causing obesity can be a protected characteristic.  He confirmed the committee did not take this any further.  In respect to people of black ethnicity he confirmed the committee were hampered by the data and without anything quantitative they could not change the ICER threshold.  He noted the committee are allowed to let population health and wealth inform decisions around the ICER threshold and with a superior evidence based package to help the committee understand the uncertainties it may have been able to increase the ICER threshold in response to the inequalities.
Jacoline Bouvy noted that page 86 of the appeal papers (slide 10 in the public committee slides published on 6 June 2025) shows specific consideration of the equalities concerns from both Peaches Womb Cancer Trust and AstraZeneca.
Adela Williams stated that the duty is on NICE and they must discharge this duty based on the information which is available to them.  The committee cannot say AstraZeneca failed to provide the data and they have a proactive duty to go out and look for information and consider whether it enables the advancement of equality.  She noted the submission from Peaches Womb Cancer Trust which refers to the fact that black ethnic groups in the UK are much more likely to die than other groups and that black women are twice as likely to die than white women.  She noted it can be difficult to recruit people of black ethnicity to trials which may explain the low participation in the DUO-E trial.  She said there are other things the committee could have done, most obviously amending the ICER threshold.  She referred to the Manual which specifically refers to the need to reduce health inequalities as something that should influence the threshold.
Jacoline Bouvy stated that it is important to note that the version of the Manual relevant to this appraisal did not include the provision requiring the committee to have regard to inequalities when considering the threshold and that this was a recent addition.  She explained that the committee understood what having 'due regard' means and that it actively sought ways to advance equality by going beyond the issues in front of it.  She said she appreciates that there may be reasons why AstraZeneca could not provide the P53 data but the committee tried to address the inequalities in this subgroup.
Jacoline Bouvy explained that in exceptional circumstances NICE has adjusted the ICER threshold in other appraisals as a way of advancing equality.  She recalled one appraisal for sickle cell disease in which the ICER threshold was adjusted.  However, in that appraisal the evidence available to the committee was significantly different and dealt with different populations.  This meant there was significantly different explorations in that appraisal, including quantitative evidence to explore.
James Fotheringham explained that there are different stages of the appraisal where equalities information is generated.  The company and other stakeholders make submissions at the scoping stage.  The committee review this information and the technical team create a core slide deck for consideration at the first committee meeting.  This is then considered by the stakeholders and committee with patient and clinical experts providing a view on any unmet need areas and potential equality issues.  This is generally narrative evidence but can also involve quantitative evidence.  In part 2 the committee decide parameters and assumptions including an ICER threshold.  At this point the committee will again consider the equality impacts.  During the process the committee will write to stakeholders to confirm what they are doing and often receive additional equalities evidence.  This will allow the committee to specify particular analyses which will allow it to further understand the equality obligations.
Jacoline Bouvy said a key component of NICE's approach to equalities is making sure it asks stakeholders to identify any inequalities.  However, NICE's duty goes beyond that.  In this case although there was no explicit reference to P53 in scoping or submission, during the first committee meeting the clinical expert gave a testimony linking P53 with overexpression in people of black ethnicity.  This was an important prognostic indicator in terms of both potential outcomes and the ability to benefit from particular types of treatment.  The committee actively requested additional information.  This demonstrates how NICE does not have to rely on the evidence presented to and shared by stakeholder but does go beyond simply asking others to explain what the issues are.
The appeal panel concluded as follows.  The appeal panel had received a legal briefing with regard to the PSED prior to the meeting and had also received comments from AstraZeneca on the legal briefing. The appeal panel was aware that section 149 of the Equality Act requires NICE to have due regard to eliminating discrimination, advancing equality of opportunity and fostering good relations: the emphasis being on NICE as a public body to consider taking positive steps to achieve such aims.
The appeal panel understood that pMMR status in patients with endometrial cancer was a condition that was found disproportionately among people with black ethnicity as well as in those with obesity and lower economic status.
At the hearing, the appeal panel heard that NICE takes its responsibilities under the Equality Act 2010 seriously and that these are embedded throughout NICE processes (e.g. through identifying equality issues from an early stage, listening to patients public and stakeholders, ensuring diversity on its committees as well as consideration of equality issues during guidance development.)  It was clear that the committee understood that the Public Sector Equality Duty is distinct from the duty to avoid unlawful indirect discrimination and requires it to have due regard to the relevant needs to eliminate discrimination and advance equality of opportunity. 
The appeal panel noted that this issue was addressed specifically in the EIA published alongside the draft guidance. (The question "Are there any recommendations or explanations that the committee could make to remove or alleviate barriers to, or difficulties with, access identified in questions 4 or 5, or otherwise fulfil NICE’s obligations to promote equality?"  is answered “No”.)  The appeal panel agreed that a more detailed answer to explain the committee’s reasoning on this point would have been helpful but nevertheless judged that this provided evidence that the question had been considered.  
In addition, the appeal panel noted that the committee had proactively asked for additional evidence that might support making a recommendation for patients with the P53 mutation (a variant that is more common in black ethnic populations). 
The appeal panel also noted that the committee decision making slide from the second committee meeting (Part 2, slide 2) poses the question “Accounting for the consultation responses on equalities, uncertainties, and uncaptured benefits, what is the committee’s preferred cost-effectiveness threshold?”.  The appeal panel therefore judged that the committee had considered whether to modify the ICER threshold to address equality concerns (even though this was not explicitly required by the version of the Manual governing this appraisal).
Overall, the appeal panel was satisfied that the approach taken by the committee demonstrated that they had due regard to the needs to advance equality of opportunity and eliminate discrimination in the circumstances of this appraisal.
The appeal 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 Committee’s conclusions regarding the proportion of people with pMMR endometrial cancer on durvalumab who commence treatment with olaparib do not reflect the SmPC or the DUO-E clinical trial
David Harland, for AstraZeneca, explained that the Cancer Drug Fund Lead's email stated that under the Marketing Authorisation patients must start both durvalumab and olaparib and they cannot start maintenance with one and not the other.  However, the SmPC for olaparib states that olaparib should not be started until the patient is recovered from haematological toxicity caused by previous cancer treatment.  Therefore, the patient would not commence olaparib at the start of the maintenance phase.  He explained that table 2 of the durvalumab SmPC does not provide a specific reason to discontinue. He also explained that the SmPC considers there is 40% risk of haematological toxicity which can be assumed would result in the pausing of olaparib but continuation of durvalumab.  This is reflected in the design of the DUO-E trial.  In DUO-E, patients who are unable to start olaparib within 9 weeks continue to receive durvalumab at the licenced dose until the olaparib criteria are met.  Whilst it is always the intention to start durvalumab and olaparib, it is inconsistent with the evidence and SmPC for olaparib to assume 100% of patients would go on to receive olaparib in UK clinical practice.
James Fotheringham, for NICE, stated it was reasonable to allow the Marketing Authorisation to inform the proportion of people commencing olaparib.  He noted that the fundamental difficulty is that the Marketing Authorisation does not align with the design of the DUO-E trial.  He explained that committees have to respond to information from NHS England on how the indication will be used in the NHS which ensures the recommendation is aligned to clinical practice.  The committee considered the numbers presented by AstraZeneca at the second committee meeting, which were based on the DUO-E trial, however, it was reasonable not to use them in the recommendation because they were not aligned to the Marketing Authorisation. This requires everyone within the pMMR subtype to at least start durvalumab with olaparib if eligible, even if it is only one dose of olaparib.  However, a patient cannot start durvalumab without olaparib so 0% has face validity.  He also noted that the committee heard from the clinicians at the first committee meeting that they can reasonably predict the outset of cancer therapy and who will be eligible for durvalumab and olaparib after that therapy.  He explained it was standard practice for committees to use Marketing Authorisations to ensure economic modelling reflects practice in the NHS.
James Fotheringham considered whether it would be necessary for a patient to discontinue durvalumab if they developed a toxicity to olaparib during previous therapy.  He explained that he is unclear whether the Cancer Drug Fund Lead considered these issues but this was the understanding of the committee. 
James Fotheringham explained that the NHS England view on how durvalumab with olaparib would be commissioned was only clarified after the first committee meeting.   
Joanna Richardson, for NICE, explained that the Cancer Drug Fund Lead confirmed that they would expect contraindications or toxicity in some patients who would be disqualified at the maintenance stage but that at least one dose of olaparib would be required before either drug could be stopped.
Jacoline Bouvy, for NICE, said that from a reasonableness perspective the committee had to consider, if there was uncertainty about the number, whether it had considered all of the evidence and having done so decide what it thought was the most appropriate way to model the assumptions.  She explained that the committee heard from the Cancer Drug Fund Lead about how it would be commissioned in practice, therefore applying this logic it was a reasonable assumption to make.  Committees often acknowledge that there are alternative ways that it can be modelled, but the committee felt the evidence of the Cancer Drug Fund Lead weighed heavily as it provided evidence on how the technology would be commissioned.
David Harland explained that the indication and SmPC is based entirely on the DUO-E study which is updated when it goes through the regulatory process.  He noted there was a difference between a contraindication and a toxicity.  The Cancer Drug Fund Lead did not reasonably include the scenario whereby a toxicity result from carboplatin and plackataxel chemotherapy would prevent the patient from starting olaparib as opposed to starting durvalumab and olaparib.  He explained that the Cancer Drug Fund Lead considered the scenario where a patient is able to start olaparib but then develops a toxicity on one or both and so may need to stop one or both. However, he does not consider toxicity developed during chemotherapy.
Emily Crowe, for NICE, stated that the committee cannot say exactly what the Cancer Drug Fund Lead had considered.  However, it can reiterate that based on what the Marketing Authorisation says, durvalumab and olaparib must be started together in the maintenance phase.  After that the committee expect some dose reductions as one can be stopped independently of the other.
David Harland stated that this is contrary to the SmPC and that the commissioning scenario where olaparib could not start because of a haematological toxicity had not been considered.
James Fotheringham clarified that the model assumed 100% of patients who are alive and who have not progressed at the maintenance phase would initiate durvalumab and olaparib.  He noted that this is a devastating condition and a proportion of people who develop toxicity will either progress or die and would not be eligible for olaparib under the Marketing Authorisation.  He explained that the committee was not presented with evidence from AstraZeneca on the proportion of people who might have a toxicity and the DUO-E trial is not reflected in the Marketing Authorisation.
David Harland clarified that the SmPC for olaparib specifies that where a patient has a haematological toxicity they should recover before commencing durvalumab with olaparib.  However, in the durvalumab SmPC there is no such warning.  It also states that where durvalumab is used in combination with chemotherapy there is a toxicity of circa 40%.
The appeal panel concluded as follows. It noted that this appeal point related to the reasonableness of the decision. The appeal panel understood the committee’s reasoning in relation to this point.  As discussed under appeal point 1a.5, the committee took the advice from the Cancer Drug Fund Lead to mean that in NHS clinical practice there were no circumstances in which patients would have maintenance treatment with durvalumab without starting olaparib.  If this conclusion is accepted, then the appeal panel agreed that the committee’s preferred assumption of 100% of patients receiving olaparib was reasonable.  
However, when considering appeal point 1a.5, the appeal panel concluded that AstraZeneca had not had a fair opportunity to fully engage with this issue during the appraisal.  The appeal panel judged that in the absence of a fair process, the committee may not have had all the relevant facts to inform their decision, and that a decision without all the relevant facts could not be considered reasonable. 
The appeal panel therefore upheld the appeal on this point.
Appeal point 2.2 The Committee’s conclusion that the ICER threshold should be limited to £20,000 per QALY due to “uncertainties” in the data, is unreasonable in the context of the evidence relied upon
This appeal point was considered with appeal point 1a.1.  Please see appeal point 1a.1 above for a summary of the discussions.
The appeal panel concluded as follows.  The appeal panel considered whether NICE’s decision had been reasonable. The appeal panel did not consider whether it preferred the view of AstraZeneca or the committee on the question of how the identified uncertainties should inform the ICER threshold. 
At the hearing, the appeal panel heard detailed and logical arguments from the committee about each of the three key areas of uncertainty.  In relation to the lack of a statistically significant overall survival benefit, the appeal panel agreed that the committee’s argument that this made all overall survival extrapolations highly uncertain was reasonable.  In relation to subsequent treatment, the appeal panel considered NICE’s position that there was insufficient evidence to support AstraZeneca’s view that second line immunotherapy would not influence outcomes:  they agreed that this view was a reasonable one.  In relation to a treatment cap, the appeal panel considered NICE’s position that this increased uncertainty about clinical outcomes and agreed that this was also reasonable.  
As discussed under 1a.1, the appeal panel were satisfied that the committee had considered the degree of uncertainty as well as the mere presence of uncertainty in taking a deliberative approach to deciding on the appropriate ICER threshold.  
The appeal panel was aware that such uncertainties are not uncommon in appraisals of cancer therapies and judged that there was a range of reasonable approaches to incorporating these uncertainties into the decision about the ICER threshold in this particular case.
Overall, the appeal panel judged that the approach to deciding the ICER threshold taken by the committee had not been unreasonable. 
Conclusion and effect of the appeal panel’s decision
The appeal panel therefore upholds AstraZeneca's appeal on appeal point 1a.5 and appeal point 2.1. The appeal is dismissed on all other grounds.
The appraisal is remitted to the appraisal committee who must now take all reasonable steps to allow AstraZeneca a further opportunity for discussion of the committee’s preferred assumption regarding the proportion of patients who commence olaparib therapy.  One way to achieve this might be a further round of consultation.  
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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