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

24 July 2025
Dear Dr Chakravarty,
Appeal against the Final Draft Guidance (FDG) for donanemab for treating mild cognitive impairment or mild dementia caused by Alzheimer’s Disease [ID6222]
Thank you for your letter dated 10 July 2025, in which you provide your initial views in relation to the admissibility of the points of appeal set out in Lilly’s letter of appeal dated 3 July 2025.

We welcome your conclusion that certain of our appeal points may proceed to an oral hearing.  However we are very surprised that you have suggested that other points should be rejected (including important matters of principle) and strongly disagree with this preliminary view.  We therefore provide below further elaboration and clarification of these points of appeal as requested in your letter. 

1. Ground 1

1(a).1	The Committee’s assessment of caregiver utilities is inadequately explained and inconsistent with NICE’s Manual

You have considered parts (a) and (b) of appeal point 1(a).1 separately.  

Your view that part (a) should be referred to the Appeal Panel is noted.

Part (b) relates to the fact that the Committee has disregarded evidence showing that EQ5D does not measure all relevant aspects of HRQoL in carers of people with Alzheimer’s Disease (AD), when deciding to rely on data from the GERAS study as the basis for decision-making on carer utilities.  You say that you are not currently minded to refer this point to the Appeal Panel on the basis that you suggest:
i. “…on the face of the FDG (paragraph 3.19 in particular) the Committee has taken the uncertainty into consideration and explained its approach to the assessment of carer utility”;
ii. “… the Committee had in its mind the HRQoL impacts which were not captured by the EQ-5D analysis (see for example by reference to uncaptured aspects at paragraph 3.28) in its decision making”;
iii. “The Committee appears to have considered the evidence received carefully before preferring the EAG approach and concluding that the case had not been made out to move away from EQ-5D”

However, we are concerned that Lilly’s appeal under appeal point 1(a).1 (b) has been misunderstood.  This appeal point does not relate to whether the Committee gave any consideration to the appropriateness of EQ5D to measure carer utilities or the HRQoL impacts which were not captured by EQ5D (the reasonableness of the Committee’s conclusions in this respect are raised under Ground 2).  Appeal point 1(a).1(b) instead relates to the procedural aspects of the Committee’s decision to rely on the GERAS study (which used EQ5D) for the purposes of carer utilities, rather than the vignette studies conducted by Lilly and the fact that, in reaching this decision, the Committee has failed to take into account important evidence, including:
· The conclusions of the GERAS study investigators, themselves, in relation to the apparent limitations of EQ5D in measuring HRQoL in carers of people with AD;
· Although the EAG adjusted the  utility values obtained in GERAS, using EQ5D, for carers of people with early AD, no consideration was given to how this impacted the overall reliability of the data    
· Evidence submitted by Lilly:
· Lilly’s response to consultation on the second Draft Guidance (Figure 7), demonstrating the implausibility of results obtained using EQ-5D in carers of people with AD;
· Caregiver market research submitted in response to consultation on the second Draft Guidance directed towards the emotional and task-specific burden of caring for a loved one with AD at different severity stages, which demonstrated the truly harrowing experiences of carers; and
· An Alzheimer’s Europe Caregiver Focus Group submitted in response to consultation on the second Draft Guidance, which compared how the Lilly vignettes and the EQ-5D instrument were able to capture carer impact at different severity stages of AD. 
· A scenario analysis which presented an alternative position on the vignette studies in response to feedback from the Committee on plausibility of caregiver utility values in severe AD (Figure 11 from Lilly’s response to the second Draft Guidance – although the scenario was first introduced by the EAG in its initial report).
· Evidence from Patient Group consultees in this appraisal including:
· The Alzheimer’s Society’s response to consultation on the second Draft Guidance that the true impact on carers’ quality of life was not being incorporated in the evaluation process; and
· The Dementia Research Centre: (a) that the results from the GERAS study, do not reflect experience obtained through clinical contact with carers of people with early AD; and (b) that GERAS conflicts with the results of their own study submitted in response to consultation on the second Draft Guidance which confirmed the severe impact of caring for someone with severe versus mild dementia.

While the Committee has listed some of this evidence (that submitted by Lilly) at paragraph 3.19 of the FDG, it has rejected this, seemingly without any substantive consideration, on the basis of the flawed distinction drawn between quality of life (QoL) and HRQoL, which is the subject of appeal point 1(a).1 (a).  There is however no indication that the Committee was even aware of the evidence submitted by the Patient Groups referenced above or the conclusions of the GERAS study investigators and no explanation at all has been provided for the Committee’s failure to take this into account.  In these circumstances, it simply cannot be said that the Committee considered this evidence carefully at all in reaching its decision that the GERAS study should be relied upon for the purpose of carer utilities – and that omission is procedurally unfair.

1(a).2	The infusion costs relied upon by the Committee lack transparency and have not been subject to adequate consultation

You suggest that this appeal point should be considered in two parts.  We address each of these below.

(a) NHS England’s estimated infusion costs lack transparency

With respect to (a), you say that you are not minded to refer this point to the Appeal Panel on the basis that:
· You suggest that the lack of transparency referenced by Lilly is NHS England’s rather than NICE’s;
· You say that Lilly has not sought to appeal on the basis that it was unreasonable for the Committee to accept NHS England’s infusion costs;
· You say that there would have to be an arguable case that the Committee departed from the Manual or otherwise acted unfairly in accepting the NHS England estimate and that you have not seen any evidence that this is the case.  

We are seriously concerned by the preliminary view of this part of our appeal, which raises an important point of principle.  Transparency is a fundamental aspect of a fair procedure and decision-making without adequate explanation of key assumptions or any ability for stakeholders to test their validity and reliability is inconsistent with a rigorous process and undermines the credibility of NICE’s recommendations.  In response to the points raised in the initial scrutiny letter:

i. Firstly, while we understand that it is NHS England that has declined to provide details of its estimated infusion costs (no explanation or reasons have been supplied by NHS England), the lack of transparency in the context of this appraisal is NICE’s, because it is the Committee that has chosen to rely upon an unexplained and unjustified assumption for the purpose of its recommendations, rather than an estimation that is transparent. 
ii. Secondly, the suggestion that Lilly has not sought to appeal on the basis that the Committee’s reliance on NHS England’s estimated infusion costs was unreasonable, does not present the complete picture.  Lilly has not challenged the Committee’s reliance on the non-transparent estimated data provided by NHS England under Ground 2, however we do say:
“If NHS England refuses to provide (a) a breakdown of the costs included in the £432 figure it has proposed and (b) an explanation of why these costs are considered appropriate for donanemab, so that the reliability of their costs estimate can be investigated, fairness requires that NICE should disregard NHS England’s estimated costs in favour of a transparent estimation that can be adequately considered and tested”.
iii. Finally, there is Court of Appeal authority confirming that a lack of transparency in relation to evidence central to NICE’s appraisals is unfair, including where such evidence has been submitted by third parties.  

· In Eisai v NICE (2008), referenced in our appeal letter, the Court of Appeal confirmed the high standards of transparency applicable to NICE appraisals, when considering the requirement for NICE to disclose an executable version of the economic model developed by what was then known as the Assessment Group and is now the External Assessment Group (EAG), so that stakeholders could confirm its reliability.   
· The decision in Servier v National Institute for Health and Clinical Excellence [2009] EWHC 281 (Admin), followed that in Eisai.  In Servier, the Court of Appeal was asked to consider the situation where NICE had declined to disclose an economic model which contained an unpublished risk algorithm, coefficients and other data developed by a third party academic, who refused to agree to its release on grounds of confidentiality.  After considering the efforts by NICE to persuade the academic to agree to release the algorithm etc, the Court concluded:

[bookmark: para115]“NICE is always under a duty and imperative of transparency and fairness which normally requires full disclosure of its fully executable economic model and the data upon which it is based. It should not, therefore, normally give (or permit its assessment groups to give) undertakings as to confidentiality. Exceptionally, it may do so if the importance of the material to the quality and robustness of the appraisal is sufficiently great; and if it has tried sufficiently hard to obtain permission to disclose, but has failed. Further, the ambit of any confidentiality undertaking should be as restricted as possible”.

And also:
[bookmark: para123]“…for the purpose of this case, I formulate the duties upon NICE, and the powers of this court, as follows: Even after a confidentiality undertaking has been justifiably given, NICE remains under a positive duty, at appropriate stages in the process, to take all reasonable steps to obtain permission to disclose the information. In deciding what are reasonable steps it must keep firmly in mind the high importance of fairness and transparency, and the importance of the respective information to understanding the appraisal. Having regard to the decision of the Court of Appeal in Eisai v NICE, it must particularly strive to seek permission to disclose the economic model and /or the data contained therein. In proceedings for judicial review, the court should afford due weight to the decision of NICE as to what amount to reasonable steps, but may grant relief if the court considers that NICE has not taken such steps as are reasonable in all the circumstances of the case”. 

Details of the estimated infusion costs provided to NICE by NHS England in the current appraisal are directly comparable to the information that was withheld by NICE in both Eisai and Servier.  In all three cases the information was central to the economic assessment relied upon in the appraisal and largely determined the outcome.  As confirmed by the Court of Appeal, a fair procedure requires that such information is transparent save in exceptional circumstances. In the current appraisal, Lilly has not been informed that NHS England’s estimated infusion costs are confidential or if so, the basis for any claim for confidentiality.  (For the avoidance of doubt, any such claim by a public body in this context would be, in our view, highly questionable.)  However, despite repeated requests by Lilly, details of NHS England’s estimated infusion costs have not been provided by NICE and it remains unclear what, if any, efforts have been made by NICE (consistent with the decision in Servier) to provide disclosure and whether these meet the standards set by the Court of Appeal. 

We hope we have adequately explained why the lack of transparency in relation to NHS England’s infusion costs is procedurally unfair.  However if you have any additional questions in relation to Lilly’s case in this respect, we will be pleased to provide further clarification.

(b) There was inadequate time for consultation following disclosure of NHS England’s “Infusion Costs Estimates” document.  

“In response to this appeal point, you agree that the four day period between disclosure of the “Infusion Costs Estimate” document and the third meeting of the Appraisal Committee (ACM3) is “tight” and that the infusion costs issue is an important one.  However, you say that, in view of the “balance that a committee needs to maintain to ensure that stakeholders have a fair opportunity to participate whilst also ensuring the evaluation proceeds expeditiously”, “both the Committee and the Company have to be prepared to respond very promptly to developing evidence in this case”.  In these circumstances, you say that you are not currently convinced that Lilly suffered any particular disadvantage.  You invite Lilly to provide further details of the disadvantage experienced and of additional information that the Company would have submitted had there been time.

NICE’s procedures include consultation on proposed decisions in the context of the available evidence.  Where the evidence base on a key issue changes as a result of submission of significant new material there is accordingly an obligation to consult on the implications of that new evidence.   

In the current appraisal, it is common ground that the infusion costs incorporated in the economic modelling are central to whether donanemab is considered to be cost-effective (e.g. paragraph 3.20 of the FDG).  Stakeholders (including the EAG  (see  e.g. Initial EAG report section 6.3.1) and Lilly) have repeatedly noted the lack of transparency associated with the estimated infusion costs proposed by NHS England and have requested clarification of such costs.  In these circumstances, it is unclear why NHS England provided the “Infusion Costs Estimates” document to NICE only on 8 May 2025, immediately before ACM3, when it seems to include information that has been available to NHS England from the beginning of the appraisal.  NHS England is a consultee in the appraisal and subject to the same timelines as other consultees; the “Infusion Costs Estimates” document should therefore have been submitted to NICE no later than 27 March 2025 in response to consultation on the second Draft Guidance.  This would have allowed NICE to disclose the “Infusion Costs Estimates” document to other consultees for consultation purposes without changing the date of ACM3.  NHS England however chose not to submit this document in accordance with NICE’s timelines, but to delay until immediately before ACM3, timing that effectively prevented consideration and response by other consultees. 

The outcome of the late disclosure of the “Infusion Costs Estimates” document, was that Lilly was given no opportunity to consider and comment on the new information in advance of ACM3 or at the meeting itself, even though this is relied upon extensively at paragraph 3.20 of the FDG.  Lilly understands the need to progress an appraisal expeditiously, however this does not override the need to ensure fairness.  Any conclusion that the need for consultation may be bypassed where new information is disclosed late, simply rewards a late submission by removing the requirement for scrutiny and undermines NICE’s own procedures and standards.  

Finally, in the context of a clear requirement for consultation and the circumstances described above, we do not believe there is any requirement for Lilly to provide further details of the disadvantage experienced and the submission that it would have made had there been time and opportunity to do so.  However, without prejudice to that contention, the Excel file which accompanied the “Infusion Costs Estimate” document provided by NHS England and disclosed by NICE, included 136 rows of cost tariffs and HRG codes in the first sheet and 15,527 rows in the second sheet.  It is therefore evident that there was inadequate time to review this material before ACM3.  In view of the importance of the estimated infusion costs to the outcome of this appraisal, Lilly has been disadvantaged by the late submission of information relating to the estimations proposed by NHS England and relied upon by the Committee, without any sufficient opportunity to critique or comment on these.  If we had been given time and opportunity to consider and respond to the new information, we would have been able to identify the limited relevance of the new information (including which treatments fall under each HRG Code identified by NHS England and their relevance to donanemab) and the fact that key details of the estimated infusion costs have not been provided, even at this stage, together with the significance of these important omissions.

1(a).3	The Committee’s reasons for rejecting the infusion costs estimated by Lilly are inadequately explained and the Committee does not appear to have taken into account the evidence submitted by Lilly in response to the second Draft Guidance

You express the preliminary view that “the Committee has explained in detail at paragraph 3.20 of the FDG why it did not prefer the Company’s infusion cost estimates” and suggest that the reasons given by the Committee are not procedurally unfair.

Lilly disagrees with this assessment.  The only explanation provided at paragraph 3.20 of the FDG for rejecting the infusion costs estimated by Lilly is that NHS England “advised against using the simple parenteral chemotherapy infusion cost because donanemab is more complex to prepare, has the potential for more adverse reactions and people might have more complex needs”.  No evidence was provided by NHS England in support of these matters.  Lilly considered that NHS England’s advice was incorrect and, in contrast to NHS England, provided evidence in support of this position in response to consultation on the second Draft Guidance.  However the Committee does not state whether it accepted the advice from NHS England in relation to use of simple parenteral chemotherapy infusion costs as proposed by Lilly, despite the lack of evidence to support NHS England’s concerns and provides no reasoning at all for its rejection for Lilly’s estimated infusion costs.  

In summary, paragraph 3.20 of the FDG provides an explanation why the Committee preferred to rely on the estimated infusion costs proposed by NHS England – essentially because NHS England asserted that its costs would most likely reflect what “would be charged in NHS practice”.  However paragraph 3.20 includes no consideration of the limitations in the information provided by NHS England (including whether the estimation reflects costs which should be taken into account by NICE), no balance of the plausibility of the estimates provided by NHS England and by Lilly and, importantly, no indication that the Committee (rather than NHS England) formed any view at all in relation to the estimated infusion costs submitted by Lilly.  This reflects an unfair procedure, which we consider should be addressed under Ground 1.  

1(a).4	The Committee has relied on the EAG’s criticisms of the long term data for donanemab, even though Lilly was given no opportunity to respond to or clarify these issues 

You say, in the initial scrutiny letter, that you are not minded to refer this point of appeal to the Appeal Panel.  In reaching this conclusion, you refer to:
· the fact that following the initial submission, new data may be provided only with the agreement of NICE and say that it is important that NICE operates its programmes efficiently and without delay and that there is no right for consultees to reply to each piece of evidence submitted;
your conclusion that the longer term data made little difference to the ICER;
· the fact that, despite the concerns expressed by the EAG; and
· in addition to the issues raised by the EAG, the Committee concluded that the results of the long term extension study were uncertain because there was no randomised comparison with placebo after 18 months. 

In these circumstances you consider that Lilly’s inability to respond to the criticisms of the data made by the EAG was not procedurally unfair.

However, while it is correct that additional evidence may be submitted after the initial dossier only where this agreed by NICE, in cases such as this where NICE has agreed to accept additional data (including the long term data for donanemab) it is required to implement a fair procedure for review and consideration of this new material.  Lilly submitted data from the TRAILBLAZER-ALZ 2 long term extension study in response to consultation on the second Draft Guidance and this evidence was accepted by NICE.  Lilly’s submission was forwarded to the EAG. who made various criticisms of the data, which were considered and accepted by the Committee at ACM3.  Lilly disagrees with the criticisms made by the EAG and as set out in the FDG (including the statement that the results are uncertain because there was no randomised comparison with placebo after 18 months) and would have wished to address them.  

Finally, the basis for your suggestion that the long term data do not exert a significant effect on the ICER is unclear.  This is not stated in the FDG and Slide 6 of NICE’s Committee slides for ACM3 confirms a “Large” ICER impact.  Furthermore, even a small impact on the ICER would not justify the failure to allow Lilly to comment on the criticisms of the data.  In particular, the initial scrutiny letter does not address the important issue, stated in our appeal letter, that the “long-term extension data is central to this appraisal as it underpins the significant and enduring clinical effect of donanemab beyond treatment discontinuation, highlighting its disease-modifying effect” and supporting a recommendation for managed access.

In summary therefore, as a matter of fairness, Lilly should have been given an opportunity to respond to the criticisms of the long term data in advance of ACM3 or at the meeting itself.  This could have been achieved without any delay in the meeting or issue of guidance.  Furthermore the basis for your conclusion that the impact of these data on the ICER is small is unclear and conflicts with the information provided by NICE to the Committee at ACM3.
		
1(a).5	The Committee has failed to give due consideration to use of donanemab through managed access in accordance with the Manual and the Innovative Medicines Fund Principles document

You indicate that you are not minded to refer this point of appeal to the Appeal Panel on the basis that “the Committee did not consider there to be a plausible potential for donanemab to be cost-effective”.  

However, in concluding that donanemab should not be recommended for managed access, the Committee relied on a number of factors, in addition to the fact that, in the Committee’s view, the ICER was not plausibly cost effective.  As explained in our appeal letter, the Committee’s analysis of these points was inconsistent with the Manual and with the IMF Principles document.  The fact that the Committee has provided one reason for refusing managed access that reflects the Manual and the IMF Principles, does not mean that a decision is fair, when all of the other reasons relied upon by the Committee for its decision do not reflect those documents and are therefore flawed.

For the avoidance of doubt, it is Lilly’s position that, if donanemab is assessed fairly and using assumptions that are reasonable, the ICER values are cost-effective.  For this reason alone it is essential that the Committee’s consideration of a recommendation for use of donanemab with managed access is corrected to align with the requirements of the Manual and the IMF Principles so that it is clear what has to be achieved if a recommendation is to be made.
 
1(a).6	The Committee’s consideration of the appropriate ICER threshold for this appraisal has failed to take into account the factors listed in the Manual

You express the preliminary view that this point of appeal should not be referred to the Appeal Panel.  Your reasons are:
· You suggest that paragraph 6.3.5 of the Manual only requires consideration of factors including uncaptured and benefits and reduction in health inequalities where the most plausible ICER is “above” £20,000 per QALY gained, whereas in this case the ICER threshold was defined as “around £20,000 per QALY gained”; and
· You say that the Committee has set out its consideration of both health inequalities and uncaptured benefits at paragraphs 3.27 and 3.28 of the FDG.

We respectfully submit that this analysis is incorrect.  The Manual does not require the Committee to set an ICER threshold for a particular technology although this has become standard practice.  What the Manual does do is to make clear that where the Committee considers that the most plausible ICER is below £20,000 per QALY gained, any recommendation is principally based on cost effectiveness (paragraph 6.3.4).  However paragraph 6.3.5 of the Manual states: “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 [listed] factors”, which include uncaptured benefits and reduction in health inequalities.  The most plausible ICER calculated by the Committee for donanemab was above £20,000 per QALY and therefore the Committee had a duty in accordance with the Manual to “specifically” consider the listed factors in that context.   However there is no indication in the FDG that it complied with that duty.

For completeness, while the Manual does not address what factors are to be considered by the Committee when the most plausible ICER is exactly £20,000 per QALY gained, it would be a nonsense if the factors listed at paragraph 6.3.5 could be disregarded for any ICER of “around £20,000”, but must be considered for an ICER of 1p over £20,000 per QALY.  Donanemab is not in the category of technologies where the Committee’s most plausible ICER is below £20,000 per QALY gained where decisions will be based purely on cost effectiveness, therefore the factors listed at paragraph 6.3.5 of the Manual must be taken into account.   

Finally, while you say that health inequalities are considered at paragraph 3.27 of the FDG and uncaptured benefits are considered at paragraph 3.28 of the FDG, the assessment of these factors is flawed (as discussed at appeal point 2.3) and there is no indication that such factors were taken into account in the context of the ICER for this appraisal as required by the Manual.   

1(a).7	The Committee has failed to consider scenario analyses which include unpaid care costs

Your view in relation to this appeal point is noted.

1(a).8	The Committee  has taken into account an irrelevant factor when deciding not to recommend donanemab
In the initial scrutiny letter you summarise Lilly’s appeal as being that the references to the impact of adopting donanemab on NHS resources at paragraphs 3.25 and 3.26 of the FDG are procedurally unfair.  You refer to paragraph 6.2.33 of NICE’s Manual and express the view that it is not arguable that either of the two identified paragraphs in the FDG demonstrate procedural unfairness.

However, we believe there may have been some misunderstanding in relation to our appeal point.  This may be summarised as:

· Although the Committee accepts at paragraph 3.27 of the FDG that “concerns raised about getting a diagnosis, accessing care in a new and complex pathway and substantial demand on NHS services” are “outside of its remit”, it nevertheless relies on these factors for at least part of its reasons for rejecting donanemab under either baseline commissioning (paragraph 3.25 of the FDG) or managed access (paragraph 3.26 of the FDG).
· The Committee’s acceptance at paragraph 3.27 of the FDG that the NHS burden issue is outside its remit demonstrates that this matter is substantially more complex simply than “the impact of adopting the technology on NHS resources” as referenced at paragraph 6.2.33 of the Manual.  There has been substantial underinvestment in dementia services in England (not limited to Alzheimer’s Disease) and any new treatment will require resources to be allocated to diagnosis and access to care.  These costs are not specifically related to the impact of adopting donanemab (as per paragraph 6.2.33), but to upgrading services generally.  Importantly, the Committee has conducted no investigation of the resources required to improve Alzheimer’s Disease services in order to make any new treatments available to patients and has certainly not (in circumstances where such consideration falls outside its remit) considered the specific impact of introduction of donanemab in this context.   
· While you say that the demands on NHS resources were “not determinative” of the Committee’s decision not to recommend donanemab in managed access, it was clearly a material factor or it would not have been included in the explanations provided at paragraph 3.26; it is not possible, based on the wording of this paragraph to form any view as to the weight attached to this matter by the Committee, but the fact that it is given as a reason at all is unfair.  

Overall therefore, the Committee has based its decisions in relation to donanemab, at least in part, on factors which it accepts are outside its remit and in circumstances where it has no evidence and has conducted no investigation of the issues.  This is procedurally unfair.

2. Ground 2

2.1	The Committee’s conclusions on caregiver utilities do not reflect the evidence available and are therefore unreasonable
Your view in relation to this appeal point is noted.

However, while appeal point 1(a).1 part (b) relates to the fact that important evidence, listed under that appeal point, was not taken into account by the Committee when deciding to rely on the GERAS study, which used EQ5D to measure carer utilities rather than the vignette studies submitted by Lilly (a matter of procedural fairness under Ground 1), appeal point 2.1 raises a different issue. 

 It is Lilly’s case under appeal point 2.1 that the Committee’s conclusions do not reflect the balance of all the evidence available to the Committee, including the evidence identified in the FDG and material that appears to have been disregarded as outlined at appeal point 1(a).1; this is unreasonable. 

You ask whether the submitted studies (which includes the material listed at appeal point 1(a).1 part (b) and that considered in the FDG) allowed and/or justified a departure from the reference case.  It is Lilly’s case that the available evidence shows that key dimensions of health relevant to carers of people with early AD, are not captured by EQ5D and therefore that use of EQ5D for this purpose was unreasonable. 

2,2	The Committee’s approach to the proportion of patients initiating treatment in mild Alzheimer’s Disease is inconsistent and unreasonable
You say that you are not currently minded to refer this point to the Appeal Panel on the basis that you do not consider there is any inconsistency between the approaches followed in the appraisals of lecanemab and donanemab.

We disagree with this analysis.  The point is a simple one.  In the current appraisal of donanemab the Committee stated that the starting proportions in each Early AD state should be aligned with the clinical data for donanemab (i.e. the data from the TRAILBLAZER trial) irrespective of evidence showing that the relative proportions in NHS practice would be different.  However, in the lecanemab appraisal, the starting proportions of patients in each Early AD state were not based on the lecanemab clinical trial (Clarity AD) as a result of evidence that this would be unlikely to reflect NHS practice.   There is accordingly a material inconsistency in the approaches followed in the two appraisals, which is not addressed in your letter. 

It is Lilly’s firm view that this inconsistency is unreasonable and that the starting proportions in each Early AD state should be based on likely NHS practice rather than clinical data which do not reflect the likely balance of use.

2.3	The Committee’s assessment of the additional aspects of donanemab treatment is unreasonable and arbitrary
Your view in relation to this appeal point is noted.

The uncaptured benefits of donanemab treatment (including the implications of delay in disease progression as shown in the TRAILBLAZER trial) for patients and carers, are set out in the submission by Lilly (sections B.1.3.2 and B.1.3.3 and associated references) and the submissions by Alzheimer’s Research, the Alzheimer’s Society and Dementia UK  

We hope that this letter addresses the concerns raised in your letter of 10 July 2025.  If any aspect of our appeal remains unclear, we will be pleased to provide further assistance.  Alternatively, we look forward to receiving your final scrutiny letter.
Yours sincerely

XXXXXXXXXXXX

