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4 August 2025

Dear Dr Chakravarty,
Appeal against the Final Draft Guidance (FDG) for durvalumab with platinum-based chemotherapy then with or without olaparib, for untreated advanced or recurrent endometrial cancer
Thank you for your initial scrutiny letter dated 21 July 2025, in which you provide your preliminary views in relation to the admissibility of the points of appeal set out in AstraZeneca' s letter of appeal dated 10 July 2025.
We welcome your conclusion that certain of our appeal points may proceed to an oral hearing. However we strongly disagree with your preliminary view that other appeal points should not be heard by the Appeal Panel. We therefore provide below further clarification and/or evidence in relation to these matters as suggested in your letter.
AstraZeneca's appeal relates to the Committee's conclusions in relation to durvalumab with platinum based chemotherapy then with olaparib. For convenience, this is referred to in this response letter as "D+O".


Ground 1 (a)

l(a).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

Following initial scrutiny, you express the preliminary view that this point of appeal should be referred to the Appeal Panel under Ground 2, rather than Ground 1. Your reasons are:
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· You say that the FDG has considered the three areas of uncertainty and their effect on the ICER and has remained uncertain about whether the model accurately represented expected outcomes in the NHS.
· In addition, the Committee also considered the evidence presented, noting no new data or analyses were presented during consultation.
· Overall, you express the view that the Committee has shown due consideration to the evidence and procedural requirements.
Paragraph 6.3.5 of NICE's Manual lists the factors which are to be taken into account by the Committee when determining whether an ICER over £20,000 per QALY gained is acceptable as an effective use of NHS resources:
"Above a most plausible ICER of £20,000 per QALY gained, or £100,000 per QALY gained for highly specialised technologies, decisions about the acceptability of the technology as an effective use of NHS resources will specifically consider the following factors:
· the degree of certainty and uncertainty around the ICER
· aspects that relate to uncaptured benefits and non-health factors
· aspects that relate to health inequalities".
At paragraph 3.14 of the FDG, the Committee lists three areas of uncertainty and cross refers to the paragraphs where these are considered. It concluded "that the net effect of the 3 uncertainties was to disconnect the modelled outcomes from the DUO-E trial results and from NHS practice".

However, the basis for this conclusion is unclear in the context of the matters set out in our appeal letter, which were also raised in response to consultation. Importantly, the Committee has seemingly given no consideration at all to the extent to which any modest uncertainties arising from the three identified areas impacts the acceptable ICER for D+O for the treatment of endometrial cancer or why these uncertainties justify its conclusion that any ICER must be at the lowest end of the £20,000 - £30,000 range. AstraZeneca refers to the statement made by NICE in the Consultation on Review of the Methods in August 2021, which stated at paragraph 1.30:

"In all cases, Committees must consider the nature, scale and consequences of the decision uncertainty and risks and any measures that may mitigate those risks (such as commercial and managed access arrangements). "

It is unclear whether the Committee did consider such matters in the context of the determination of the ICER threshold in the current appraisal, but ifit did, such consideration has not been disclosed or explained. This is not only a breach of the requirement for transparency as a matter of general
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procedural fairness, it also breaches the requirement for transparency under the Manual, which requires that the Committee explicitly considers "the degree" of certainty and uncertainty around the ICER. It is therefore a key requirement of a fair procedure that the Committee should explain how it has assessed the impact of the identified areas of uncertainty on the ICER and why this has resulted in a conclusion that the acceptable ICER for D+O for pMMR endometrial cancer should be only around £20,000 per QALY gained. Furthermore, it is AstraZeneca' s position that it is impossible to assess the "degree of certainty and uncertainty around the ICER" or "the nature, scale and consequences of the decision uncertainty" which are relevant factors in determining the ICER threshold, without considering a plausible ICER which takes into account a commercial proposal, particularly in circumstances where AstraZeneca was unable to make a commercial proposal, but had indicated its intention to do so when permitted by NICE and/or NHS England.

l(a).2 The reasons given for imposing a £20,000 ICER threshold fail to take into account the factors listed at paragraph 6.3.5 of the Manual

Following initial scrutiny, you express the preliminary view that this point of appeal should not be referred to the Appeal Panel.
Your reasons are:
· Your conclusion that the factors listed at paragraph 6.3.5 of the Manual are applicable only where the most plausible ICER is above £20,000 per QALY gained, whereas, you say, the Committee decided in this case "that a most plausible ICER of £20,000 per QALY gained is appropriate"; and
· You say, that both uncaptured benefits and uncertainty are dealt with expressly in the FDG
We respectfully suggest that the interpretation ofNICE's Manual as set out in your letter cannot be correct. Section 6.3 of the Manual addresses decision making by the Committee in the context of the"most plausible ICER" calculated for a particular technology, not the determination of an ICER threshold or what ICERs will be viewed as"acceptable". However, in circumstances where most plausible ICERs above the threshold ICER value will be rejected, the provisions of paragraphs 6.3.4
- 6.3.9 of the Manual must also apply to determination of any threshold or "acceptable" ICER values.

Paragraph 6.3.4 of the Manual provides that, below a most plausible ICER of £20,000 per QALY gained "the decision to recommend a technology is normally based on the cost-effectiveness estimate and the acceptability of a technology as an effective use of NHS resources". Above a most plausible ICER of £20,000, the factors listed at paragraph 6.3.5 of the Manual must specifically be taken into account. While the Manual does not specify the assessment where the most plausible
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ICER is exactly £20,000 per QALY gained, it must be the case that the Committee will either recommend the technology as an acceptable use of NHS resources or will consider the paragraph
6.3.5 factors in its decision making. Any other conclusion would be both unfair and irrational.

In any event however, in the current appraisal the Committee has not concluded that the most plausible ICER for D+O is exactly £20,000. At paragraph 3.16 of the FDG, the Committee refers to its assessment of the most plausible ICER for D+O and states''for the pMMR subgroup, the ICER was substantially higher than the range considered an acceptable use of NHS resources". Instead when defining the ICER threshold, the Committee has stated that an "acceptable ICER" (not the most plausible ICER) would be"around £20,000" per QALY gained". As stated above, in reaching a decision on the ICER threshold or acceptable ICER -above which most plausible ICERs will be rejected, it is clearly necessary to consider the factors listed at paragraph 6.3.5 of the Manual. It is that assessment which, for the reasons set out in our appeal letter, has not taken place, with the result that the procedure is deficient.

Finally, while you say that both uncaptured benefits and uncertainty are"dealt with expressly in the FDG", this does not address the issue raised in point l(a).2 of our appeal. In particular, as stated in our appeal letter, we recognise that "uncertainty" is said to be the reason why the Committee concluded that the ICER threshold should be at the lowest end of the £20,000 -30,000 range (although as explained at appeal point l(a).1, it is AstraZeneca's contention that the Committee's analysis of this was inadequate). However:

· In the context of an explicit obligation for the Committee to take into account uncaptured benefits, the assessment at paragraph 3.18 of the FDG, which states simply that these benefits made no difference to the acceptable ICER, because of perceived uncertainties in the clinical effectiveness data for D+O, without any further explanation for this conclusion or how the factors have been weighed, is patently inadequate and does not reflect requirements of transparency as a matter of fairness.

· Significantly, the initial scrutiny letter does not address the fact that there is no consideration of health inequalities at all in the FDG, whether in the context of the ICER threshold or in any other assessment. The discussion of ethnic variability in the incidence and mortality for endometrial cancer in the context of the Equality Act 2010 at paragraph 3.17 does not address or meet NICE's obligation to consider reduction in health inequalities, which is wholly distinct from any Equality Act duty.

· 	In the Consultation on Review of the Methods in August 2021, NICE stated at paragraph 1.38:
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'Nevertheless it is crucial that, when issues of health inequality do arise in an evaluation, we are able to clearly and transparently consider them within decision making.'

· Despite the specific requirement at paragraph 6.3.5 of the Manual, reinforced by the statement in the Consultation on Review of the Methods, the Committee has not considered reduction in health inequalities when considering the acceptable ICER threshold.

In summary, we are surprised by your preliminary conclusion that this point of appeal should not proceed to the Appeal Panel. It is AstraZeneca's firm view that the Manual requires that all three of the factors Iisted at paragraph 6.3.5 are taken into account when decisions about the acceptability of the most plausible ICER are considered. In this case however only "uncertainty" has formed the basis for the Committee's decision making. There is no explanation for the Committee's conclusion that uncaptured benefits make no difference to the acceptable ICER and reduction in health inequalities are completely disregarded despite the evidence in relation to such matters available to the Committee (as described under appeal point l(a).3). This is patently contrary to the Manual and procedurally unfair.

l(a).3 The Committee has failed to consider reduction in health inequalities in breach of the requirements of the Manual

Following initial scrutiny, you express the preliminary view that this point of appeal should not be referred to the Appeal Panel.
Your reasons are:
· You refer to paragraph 3.3.28 of the Manual and conclude that this places the onus on stakeholders to provide evidence of health inequalities for the Committee to consider; and
· The appeal letter does not refer to specific health inequalities evidence that the Committee has failed to consider.
However the consideration of health inequalities is not limited to an additional non-reference case analysis as described in paragraph 3.3.28 of the Manual and we strongly disagree that, in general, the onus is on stakeholders to provide evidence of health inequalities for the Committee to consider. Instead, as referenced in our appeal letter, NICE is committed to consideration of health inequalities proactively in all aspects of its work.
While the initial scrutiny letter referenced only paragraph 3.3.28 of the Manual and the possibility of "an additional non-reference case analysis", the Manual additionally describes data that may be submitted by stakeholder in relation to health inequalities at paragraphs 3.3.29 and 3.3.50 and

explains how health inequalities should influence decision making at paragraphs 6.2.36-6.2.39 as well as the explicit requirement to consider health inequalities in the context of the most plausible ICER at paragraph 6.3.5. Despite these requirements, reduction of health inequalities is not addressed at any point in the FDG and does not seem to have been taken into account by the Committee in any context.

As explained above, it is AstraZeneca's position that the Committee is required to consider the implications of its recommendations in terms of reducing health inequalities proactively, irrespective of any submissions by stakeholders drawing such matters to its attention. Without prejudice to that contention however, AstraZeneca has referenced health inequalities associated with endometrial cancer (particularly pMMR.) in its appeal letter including the following evidence:

· AstraZeneca' s initial submission, especially sections B.1.3.3 and B.1.4;
· The submission from Peaches Womb Cancer Trust including sections 7 and 8; and
· AstraZeneca's response to consultation on the Draft Guidance (section 3, pages 7-10).

Nevertheless, the FDG (including paragraph 3.17), gives no consideration to reduction in health inequalities at any point, despite the evidence linking risk factors for endometrial cancer (including obesity, lower education and deprivation) with health inequalities.

l(a).4 Failure to act fairly by not complying with the Public Sector Equality Duty under section 149 of the Equality Act 2010

Your conclusion that you are minded to refer this point is noted, together with your view that this appeal point should also be considered under Ground l(b).

l(a).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 AZ is not consistent with NICE's procedures or standards of fairness

Your conclusion is noted.

You ask AstraZeneca to explain what further submissions the Company would have made in relation to the proportion of people with pMMR endometrial cancer who commence olaparib therapy, if more time had been permitted, and how we consider these submissions would or may have made a material difference to the decision. We do not consider that it is necessary for the Appeal Panel to consider (and still less at initial scrutiny stage) what AstraZeneca would have said
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in order to demonstrate that the absence of opportunity for consultation by the company and other stakeholders was unfair.

However, without prejudice to the above contention, any oral submissions provided by AstraZeneca at ACM2 were made without adequate opportunity for review or opportunity to provide written evidence for consideration by the Committee. AstraZeneca was only able to provide a written response to the Committee's updated assumption on the proportion of people initiating olaparib following ACM2. This preliminary response provides an indication of what AstraZeneca would have submitted in response to formal consultation, had there been an opportunity to do so- although all of these matters would have been developed and expanded had AstraZeneca had adequate time for proper review and reflection prior to submission. In addition, AstraZeneca had no opportunity to obtain and submit expert evidence in relation to this issue - an omission that was particularly important in circumstances where no clinical experts were invited to attend ACM2, other stakeholders had no opportunity to consult on the change at all and the Committee had no opportunity to consider and reflect on AstraZeneca's submission in advance of the meeting.

l(a).6 The lack of any reasonable opportunity for commercial negotiation has prejudiced the conduct of this appraisal

Your conclusion is noted.
You have asked AstraZeneca to provide information regarding the conversations with NICE regarding the request for commercial negotiation and the discussions with NHS England that were prevented from taking place. We list below some of the key correspondence and submissions in relation to this issue.
· 9 May 2025: Email from NICE to AstraZeneca: Committee's preferred assumptions set out and ICER threshold of £20,000. "Please email me to let me know if you accept these assumptions and your intent to pursue commercial discussions with NHSE by noon May 20. We will release the final draft guidance on 2 June to stakeholders if I do not hear from you".

· 6 May 2025: ACM2 - AstraZeneca representative advised Committee that the ICERs available to the Committee at the meeting were not in a range generally considered cost-effective, however this is a consequence of the fact that AstraZeneca is unable to offer a simple discount via a PAS for D+O due to the impact on prices offered for other indications together with the limitations imposed by the NICE process and the conditions imposed on referral for negotiation with NHS England under the commercial framework.

· 2 May 2025: email from AstraZeneca to NICE: "We also wanted to reiterate the point raised in our response to the draft guidance, that we fully acknowledge that the Committee will be considering ICERs that exceed the £30,000 threshold due to the commercial constructs in place for both


molecules. We think ii is important that the Committee are folly informed about the NICE process regarding commercial negotiations (and the context around this appraisal) and would ask that they explicitly consider our request to enable commercial negotiations to take place without pre­ determining a decision making threshold".

· 16 April 2025: AstraZeneca response to Draft Guidance: "AstraZeneca recognise that the ICERs which would have been reviewed by the Committee at ACMJ were not in a range which could have been considered cost-effective, even accounting for the factors described above relating to uncaptured benefits and equality. However, it is important to acknowledge that this is a result of the NICE process and how it interplays with commercial flexibility requirements via the NHSE commercial framework. AstraZeneca is motivated to enable a value proposition which the Committee can approve for the entire pMMR subgroup (with significant discounts expected) but is unable to present these to the Committee until a commercial briefing note has been produced by NICE, including an appropriate WTP threshold, and relevant discussions with NHSE have taken place. In this circumstance, we believe it is important that the Committee give a.final determination on the WTP threshold (and other decision-making factors e.g. health inequalities) only after all information is available, including the viability of a commercial solution with NHSE Further, given the current NICE process, it is critical that the Committee's preferred assumptions are made irrespective of the ICERs which the Company is able to present at this time".

· 19 March 2025: email from AstraZeneca to NICE " ... whilst we accept the assumptions the Committee have reached for both dMMR and pMMR subgroups we cannot accept the ICER threshold adopted, particularly in pMMR. It's disappointing that this aspect will now necessitate a delay to reaching a commercial solution in what was clearly acknowledged as an area of high unmet need for patients.
As we outlined, we believed there was an alternative route that could have resulted in more efficient, less resource-intensive and faster decision making here. I appreciate the decision has been made on this appraisal but good to pick up on this more generally..."

· 19 March 2025: email from NICE to AstraZeneca setting out the Committee's preferred assumptions and the ICER threshold of £20,000, "Please can you let me know (in writing) by noon today (March 19) if AZ accepts all of committee's assumptions including the iCER threshold? If you do not accept all of the assumptions or if I do not hear from you by noon, we will move to consultation and release the draft guidance to stakeholders by close of business today".

· 18 March 2025: email from NICE to AstraZeneva:"If AZ is unhappy with the 20Kthreshold, /would urge you not to waste your commercial opportunity at this time. This is because I really do not think a committee would accept an ICER over 20K if you said you had accepted this threshold to enter into commercial discussions".

· l3 March 2025: email from NICE to AstraZeneca: "Please let me know if AZ is able to accept all the assumptions by noon March 18 and if you wish to initiate commercial discussions with NHSE. If this is not acceptable, I will release negative draft guidance by close of business March 18 and we will need to consult".
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Overall, AstraZeneca is concerned that NICE' s consideration of referral of D+O to NHS England for commercial negotiation was flawed. NICE declined to refer D+O for commercial negotiation because AstraZeneca could not agree to the proposed ICER threshold. However, if AstraZeneca had been given an opportunity to propose a commercial price through negotiation with NHS England, this would have impacted the effect of remaining uncertainty and risks, such that it is likely that the Committee would have approved a higher ICER threshold.
Ground 2:

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
Your conclusion is noted.

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
Your conclusion is noted.

We hope that this letter responds to the outstanding matters raised in your letter of21 July 2025. If any aspect of our appeal remains unclear, we will be pleased to provide further assistance. Alternatively, we hope that your final scrutiny letter will confirm that all appeal points may proceed for consideration by the Appeal Panel.
Yours sincerely

XXXXXXX
XXXXXXXXXXXX

XXXXXXXXX
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