APPEAL BY ELI LILLY & COMPANY LTD AGAINST THE FINAL DRAFT GUIDANCE FOR DONANEMAB FOR TREATING MILD COGNITIVE IMPAIRMENT OR MILD DEMENTIA CAUSED BY ALZHEIMER’S DISEASE [ID6222]

EXECUTIVE SUMMARY
The appeal by Eli Lilly & Company is submitted under the following grounds:
Ground 1
· The Committee’s assessment of caregiver utilities is inadequately explained and inconsistent with NICE’s Manual.
· The infusion costs relied upon by the Committee lack transparency and have not been subject to adequate consultation.
· 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and the Committee does not appear to have taken into account the evidence submitted by Lilly in response to the second Draft Guidance.
· 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.
· 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.
· The Committee’s consideration of the appropriate ICER threshold for this appraisal has failed to take into account the factors listed in the Manual.
· The Committee has failed to consider scenario analyses which include unpaid care costs.
· The Committee has taken into account an irrelevant factor when deciding not to recommend donanemab.
Ground 2
· The Committee’s conclusions on caregiver utilities do not reflect the evidence available and are therefore unreasonable.
· The Committee’s approach to the proportion of patients initiating treatment in mild Alzheimer’s Disease is inconsistent and unreasonable.
· The Committee’s assessment of the additional aspects of donanemab treatment is unreasonable and arbitrary.


INTRODUCTION
Eli Lilly & Company Ltd (“Lilly”) provides certain background information in relation to mild cognitive impairment (“MCI”) and mild dementia caused by Alzheimer’s Disease (“AD”) in order to assist the Appeal Panel. This summary does not replace the more detailed information provided by Lilly in its original submission dated 19 March 2024 for the purposes of this appraisal. 
Mild cognitive impairment and mild dementia caused by Alzheimer’s Disease
AD is an age-related progressive neurodegenerative disease, characterised by the accumulation of Aβ protein plaques and neurofibrillary tangles (“NFTs”) in the brain, resulting in neuronal loss and clinically manifesting as cognitive and functional impairment. AD typically presents with memory loss, but there are many associated cognitive, behavioural and neuropsychiatric features, which become more profound as the disease progresses, advancing from more subtle symptoms (such as ability to manage personal finances) eventually impacting the ability to perform basic activities of daily living (ADLs) and even to recognise family members.  
The progression of AD may be broken down into three broad stages: preclinical, MCI due to AD, and dementia due to AD. 
Age is the strongest risk factor for AD, affecting an estimated 19% of individuals aged 75–84 years and increasing to 30–35% of those older than 85 years. Other demographic risk factors for AD include female gender, race and socio-economic status.
The disease has a devastating impact on the quality of life (“QoL”) of, not only affected individuals, but also family, friends and caregivers. It is possible, however, to maintain a good QoL in the early stages of disease; with early diagnosis and subsequent access to the right services, support and treatment, people may delay progression to more severe disease and live independently for longer. Overall, there is a substantial and increasing unmet need for treatments which slow or halt the disease at early stages.  There is currently no cure for AD and no disease-modifying therapies available in the UK to slow or halt the progression of the disease. Dementia and AD were the leading cause of death in the UK in 2022 and are the only major cause of death without a treatment to prevent, slow or stop disease progression.
Around 40% (£13.9 billion in 2019) of total dementia care costs are funded by patients and their families. It is estimated that around 700,000 friends and family members care for a person with dementia in the UK. The dependence on the caregiver for everyday functioning can impact on the caregiver’s ability to work. The loss of productivity of people living with AD and their caregivers is one of the largest cost drivers of AD, yet value frameworks often fail to take into account productivity losses. The caregiver burden is generally excluded from traditional cost-effectiveness frameworks, which do not fully capture the burdens on families and economies.
Donanemab
Donanemab is an immunoglobulin gamma 1 (IgG1) monoclonal antibody directed against a form of amyloid beta (N3pG Aβ) present only in brain amyloid plaques, which are a defining feature of Alzheimer’s Disease (“AD”). Donanemab binds to N3pG Aβ and assists with plaque removal. It targets the underlying disease pathology in AD to modify disease progression, rather than simply relieving symptoms.
Donanemab is indicated for the treatment of mild cognitive impairment (“MCI”) and mild dementia due to AD in adult patients that are apolipoprotein E ε4 (ApoE ε4) heterozygotes or non-carriers.  
It is administered by intravenous infusion over at least 30 minutes, every 4 weeks. Patients should be observed post-infusion for a minimum of 30 minutes. Treatment should be continued until amyloid plaques are cleared as confirmed using a validated method up to a maximum of 18 months. Treatment should be continued for up to 18 months if monitoring of amyloid plaque clearance with a validated method is not possible. 

PROCEDURAL HISTORY OF THE APPRAISAL

	Date
	Event

	21 November 2023
	Invitation to participate in appraisal

	21 November 2023
	Final Scope for appraisal

	19 March 2024
	Lilly provides submission to NICE for the purposes of appraisal

	17 April 2024
	EAG Report prepared by Southampton Health Technology Assessments Centre (SHTAC)

	3 July 2024
	First meeting of the Appraisal Committee (held in private)

	23 October 2024
	Marketing authorisation granted by UK Licensing Authority

	23 October 2024 – 20 November 2024
	Consultation on Draft Guidance

	20 November 2024
	Lilly submits response to Draft Guidance

	15 January 2025
	Second meeting of the Appraisal Committee

	6 March 2025 – 27 March 2025
	Consultation on Second Draft Guidance

	27 March 2025
	Lilly submits response to Second Draft Guidance

	8 May 2025
	Some information regarding NHS England’s claimed infusion costs disclosed to Lilly

	DATE
	Lilly requests clarification of NHS England’s infusion costs (no response received)

	14 May 2025
	Third meeting of the Appraisal Committee

	12 June 2025
	Final Draft Guidance is issued

	3 July 2025
	Date for submission of appeal





GROUNDS OF APPEAL
1. GROUND 1a: IN MAKING THE ASSESSMENT THAT PRECEDED THE RECOMMENDATION, NICE HAS FAILED TO ACT FAIRLY 

1.1. The Committee’s assessment of caregiver utilities is inadequately explained and inconsistent with NICE’s Manual.
The Committee considers the assessment of utility values in carers for people with early AD at paragraph 3.19 of the FDG.  This assessment lacks transparency and conflicts with the provisions of the Manual. 
a) The distinction between health-related quality of life and quality of life experienced by carers of persons with Alzheimer’s Disease conflicts with definitions in the Manual and is inadequately explained
In determining the way in which health related quality of life in carers should be measured, the Committee sought to distinguish between health-related quality of life (HRQoL) and quality of life (QoL) and stated:
“The committee understood that the burden of being a carer for a spouse of other family member with Alzheimer’s disease could have wide-ranging quality-of-life effects including physical, psychological, social and financial.  But it agreed with the EAG that many of the aspects that carers of people with Alzheimer's disease reported to affect their daily quality of life may not be directly related to health.  The exception is mental health, which is included in the EQ-5D.  The committee noted that although quality of life and health-related quality of life are sometimes used interchangeably by patients and carers when describing the impact of a disease or condition, NICE’s methods specifically incorporate health effects (only) in the adjusted quality-adjusted life year (QALY) calculation.” 
It is unclear why the Appraisal Committee sought to make a distinction between HRQoL and QoL at ACM3, with the inference that only aspects that are “directly related to health”, being considered.  It is Lilly’s firm view that such a distinction is inappropriate and unfair and, so far as Lilly is aware, NICE has not previously attempted to exclude aspects of QoL simply because they do not relate “directly” to health. 
“Health” is a broad concept, defined by the WHO as “a state of complete physical, mental, and social well-being, not merely the absence of disease or infirmity” and illness may impact social and financial well-being as well as physical and psychological status.  This is confirmed by the glossary to the NICE Manual, which defines HRQoL as:
 “A combination of a person's overall physical, mental and social wellbeing; not merely the absence of disease”.
In these circumstances it is unclear which QoL effects experienced by carers of persons with early AD are discounted by the Committee as unrelated to health, the basis for the requirement that aspects should be “directly” related to health and how this has been construed by the Committee. 
This is a matter of substantial concern.  Carers for patients with AD carry an enormous burden which increases as the disease progresses, and if aspects of the impact of a disease (AD and its management) on their QoL are to be excluded from consideration (an approach disputed by Lilly), the basis for the determination and the reasons for this should be fair and fully explained.    
(b) In making its decision, the Committee has disregarded evidence that the EQ-5D is not sensitive enough to measure all relevant aspects of health-related quality of life in carers of people with Alzheimer’s Disease
At paragraph 3.19 of the FDG, the Committee provides various reasons for concluding that it preferred to use EQ-5D scores from the GERAS study as the basis for decision-making on carer utilities.  However, evidence indicating that the EQ-5D was likely to be insensitive in this scenario was submitted by multiple stakeholders including clinicians with experience treating people with early AD and patient organisations.  However the Committee has failed to give adequate or any consideration to important parts of this evidence, when reaching its conclusions, including:
· The fact that the authors of the GERAS study themselves concluded that EQ5D was not suitable for measuring HRQoL in carers for people with AD.  They stated:
“….the results of our analysis suggest that the EQ-5D is not particularly effective for capturing the true impact on caregivers of caring for people with AD dementia: the EQ-5D index score had a low sensitivity to change over an 18-month period and was not clearly differentiated by patient AD dementia severity”.
· The lack of sensitivity to change across patient AD dementia severity is demonstrated both by the utility values generated by the EQ-5D tool and the distribution of caregiver EQ-5D responses across health states (Lilly’s response to consultation on the second Draft Guidance, Figure 7), showing that 37.8% of caregivers of patients with mild AD and 38.6% of caregivers of patients with severe AD reported perfect health, respectively. Significantly one third of the respondents irrespective of the disease severity of the patient they were caring for responded with perfect health, underlining the lack of sensitivity of the EQ-5D in this scenario.
· The response by the Alzheimer’s Society to consultation on the second Draft Guidance that the true impact on carers’ quality of life was not being incorporated in the evaluation process.
· Evidence from the Dementia Research Centre that the GERAS figures, relied upon for the purposes of the FDG, do not reflect experience obtained through clinical contact with carers of people with early AD.
· Results of a study submitted by the Dementia Research Centre in response to consultation on the Second Draft Guidance, involving 250 responses to a questionnaire sent to attendees at the Alzheimer’s Research UK Conference in March 2025, which confirmed the severe impact of caring for someone with severe versus mild dementia. 
· Caregiver market research conducted by Lilly and submitted to NICE in response to consultation on the second Draft Guidance which aimed to understand the emotional and task-specific burden of caring for a loved one with AD at different severity stages and how this burden evolves as the disease progresses.
· An Alzheimer’s Europe Caregiver Focus Group, commissioned by Lilly and submitted in response to consultation on the second Draft Guidance, considers how the Lilly vignettes and the EQ-5D instrument were able to capture impact for difference AD severity stages related to personal experience of being a caregiver.
· In contrast, the utility values adopted by the EAG and preferred by the Committee, informing the economic model from the GERAS EQ-5D study, were simply manually adjusted down such that they were below general population age-and-sex adjusted population norms, in order to avoid the implication that caring for a patient with mild, moderate, or severe AD improves a person’s HRQoL.
In summary, the Committee has not explained its approach to assessment of HRQoL in carers of people with AD or taken into account the concerns and evidence from multiple stakeholders and the GERAS investigators regarding reliance on EQ-5D.  The assessment of carer utilities is a key issue in this appraisal and such lack of transparency is procedurally unfair and has prejudiced Lilly in its ability to respond to the FDG. 

1.2. The infusion costs relied upon by the Committee lack transparency and have not been subject to adequate consultation.
The infusion costs associated with administration of donanemab comprise a high proportion of the associated costs and materially contribute to the Committee’s conclusion that donanemab is not cost-effective. 
Infusion costs proposed by Lilly and by NHS England
The NHS currently does not provide IV infusions for AD treatments, and therefore an estimate of the donanemab IV cost was required. In its initial submission to NICE, the administration costs calculated by Lilly and accepted by the EAG were based on 30 minutes of treatment administration followed by 30 minutes of observation (consistent with the TRAILBLAZER-ALZ 2 trial) and unit costs from the NHS costs based on the NHS tariff code for chemotherapy infusion as these treatments are comparable in IV infusion time (£207.59; cost inclusive of subsequent observation; currency code SB12Z).
In its submission, NHS England suggested an infusion cost of £565 based on an alternative HRG code, WD02Z (Alzheimer’s Disease or Dementia, treated by a Non-Specialist Mental Health Service Provider, Day case).  This code had however been withdrawn from the national tariff in 2020/21. 
In the Draft Guidance issued on 23 October 2024, the Committee noted the difference between the infusion costs estimated by Lilly and by NHS England and stated:
“….So, it was unable to determine a preferred cost for use in modelling. It concluded that it would like to see further information, including a breakdown of expected resource use, from the company and NHS England that fully explained the estimated costs and explored alternatives”.
In response to consultation on the Draft Guidance, NHS England provided a document entitled “Donanemab Consultation Response to NICE on Infusion Costs and Treatment Duration”, which concluded:
“We believe that an appropriate alternative method for estimating the costs for modelling and appraisal purposes is to use an approach consistent with the pricing assumed within the NICE appraisal process for monoclonal antibodies (MABs) administered in the management of a confirmed COVID infection. Using this method, and subject to a coding guidance and practice change, NHS England’s pricing team estimate a resulting indicative unit price, including Market Forces Factor (MFF), of £432”.  
Importantly, while NHS England stated that there is not currently a specific NHS price for infusion of donanemab in AD, it did not provide the “breakdown of expected resource use”, which formed the basis for its estimates of infusion costs, as requested by the Committee in the Draft Guidance.
NHS England disagreed with Lilly’s proposed costs, on the basis that it suggested: (a)  donanemab requires more complex preparation; (b) it carries a higher risk of infusion reactions; and (c) patients potentially eligible for donanemab will be older, and may also have more complex needs, on average, than those receiving chemotherapy. 
In the Second Draft Guidance issued on 6 March 2025, the Committee referred to infusion costs and stated:
“The committee noted a lack of transparency on how the cost was estimated and how it related to specific donanemab resource requirements. So, it was unable to determine a preferred cost for use in modelling. The committee concluded that the most appropriate cost is likely closer to the NHS England estimate than the company’s but noted the uncertainties with how it was estimated. It also concluded that it would use both the company and NHS England infusion cost estimates when considering the most plausible ICER range”
In advance of the third meeting of the Appraisal Committee (“ACM3”), NHS England provided a further document entitled “Infusion Cost Estimates”.  This document was disclosed to Lilly only four working days before ACM3, with no opportunity for adequate review before the meeting.  The document provided information regarding various HRG codes used by NHS England together with COVID and other adjustment factors.  Again however it provided no breakdown of the costs included in the various codes or the medicines (or other therapies) to which they relate, so that their relevance to the infusion of donanemab could not be considered. 
At paragraph 3.20 of the FDG, the Committee states:
“The committee carefully considered all of the evidence it had been presented on infusion costs over the 3 committee meetings.  It noted the large impact that the estimates had on the ICER>  The committee concluded that its preferred infusion cost must reflect the costs in real world practice as much as possible.  So, its preferred assumption was to use the £432 cost estimated by NHS England because this cost is most likely to reflect what would be charged in NHS practice”. 
The requirements of the Manual
Paragraph 4.4.1 of the Manual states:
“For the reference case, costs should relate to resources that are under the control of the NHS and PSS. Value these resources using the prices relevant to the NHS and PSS. Present evidence to show that resource use and cost data have been identified systematically”.
Further details are provided in paragraph 4.4.3:
“When judgement on the appropriate price is needed, the committee should consider the limitations around the price source in its deliberations. This should consider transparency to the NHS and the period for which the prices are guaranteed. Any uncertainty should be acknowledged and explored”.
NHS England’s estimated infusion costs lack transparency
The estimated infusion costs proposed by NHS England are uncertain and it is unclear whether these are relevant to infusion costs associated with administration of donanemab.  In particular:
· NHS England has based its estimated infusion costs on HRG codes, which are developed by NHS England and applied to “patient spells” (a particular period of investigation or treatment) to determine the amount to be paid to healthcare service providers within the health service.   HRG codes therefore cover broader elements than simply a specific procedure and may include wider overheads and non-specific costs which extend beyond, matters such as the costs of infusion of a particular medicinal product.  In circumstances where NHS England has declined to provide any breakdown of the elements included in its estimated infusion costs for donanemab, it is impossible to determine whether the elements included in HRG costings are limited to costs of an infusion procedure of similar duration to donanemab or, as Lilly believes to be the case, are broader in scope than these elements and include costs for treatments longer than the 30 minute infusion time required for donanemab and costs of day case or overnight stays, which are not applicable here. 
· NHS England has provided no explanation to justify proposing costs based on infusion of monoclonal antibodies in patients who are seriously unwell with SARS-CoV-2 infection, for a routine infusion in stable patients with early AD.
· It is not possible to determine which medicines or other therapies are covered by the various codes proposed by NHS England to determine whether these are comparable to donanemab. 
NHS England has been asked repeatedly to provide a breakdown of the costs included in its estimated £432 figure, but has declined to do so.  Instead the various documents submitted in the context of the current appraisal, provide some general information about HRG coding but provide no detail about the elements included in the estimated costs figure submitted to NICE.  For the avoidance of doubt, the fact that the HRG codes determine the amount paid by NHS England for “patient spells” does not determine the issue, in circumstances where an HRG code may be covering a different and potentially broader range of costs than those required to be considered in the context of an appraisal by NICE in accordance with the Manual. 
Late disclosure of information regarding NHS England’s estimated costs
The estimation of infusion costs has, from the Draft Guidance in October 2024, been a challenging and controversial issue in this appraisal and an area where Lilly has repeatedly sought clarification from NICE and NHS England regarding the proposals by other stakeholders.
In these circumstances we were concerned that new information regarding NHS England’s estimated costs was disclosed to us only 4 working days before ACM3, with no adequate time for review and no opportunity to comment.  It is unclear why this new information was not provided by NHS England at a substantially earlier date in the appraisal process when there would have been appropriate opportunity for review and consideration.  NHS England is supposedly subject to the same timelines as other stakeholders in this appraisal and should therefore have submitted the new information, at the latest, during the period of consultation on the second Draft Guidance and prior to the committee papers first being circulated.  No explanation for the delay has been provided.  Furthermore, it is unclear when the new information was submitted to NICE by NHS England, and when it was disclosed to other stakeholders. NICE correctly considered that fairness required that it was provided to Lilly in advance of ACM3.  However, such late disclosure of information, with no opportunity for consideration and response by Lilly in advance of ACM3 does not meet the necessary standards of procedural fairness.
NICE’s obligation to provide transparency
While the estimated infusion costs relied upon by the Committee at paragraph 3.20 of the FDG were provided by NHS England, it is NICE that has the obligation to ensure that its guidance is transparent.  This obligation is a high one.  As confirmed by the Court of Appeal in R (on the application of Eisai Ltd) v National Institute for Health & Clinical Excellence (NICE) & (1) Shire Pharmaceuticals Ltd (2) Association of the British Pharmaceutical Industry (Interveners) [2008] EWCA Civ 438, NICE’s procedures require disclosure to consultees of key evidence relied upon for the purposes of its decision making (in that case, an executable version of the economic model|) so that this can be tested to confirm reliability.  The position with respect to infusion costs in this appraisal is comparable.  NHS England has not claimed confidentiality over its estimated infusion costs but, were it to do so, NICE would be required to consider whether particular arrangements can be put in place to permit disclosure to be provided. There is however no indication that it has done so here, other than a simple request for a cost breakdown in the Draft Guidance, quoted above (which request was disregarded by NHS England).  
Summary
In the above circumstances, we respectfully suggest that, in view of the significance of infusion costs to this appraisal, NICE should have permitted consultation on the new information from NHS England provided on 8 May, after ACM3 so that this could be taken into account by the Committee before preparation of the FDG. 
Further, in view of the fact that, despite the additional information provided by NHS England, the estimated infusion costs are still substantially lacking in transparency, NICE should explain the efforts it has made to obtain a detailed breakdown of included costs from NHS England.  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.  
1.3. 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.
As explained under appeal point 1.2 above, the infusion costs relied upon for the purposes of this appraisal exert a substantial influence on the ICER.  The background information set out under that appeal point is repeated here.
The estimated infusion cost proposed by Lilly was £207.59, being the figure calculated by NHS England relating to simple parenteral chemotherapy infusion costs.  (In circumstances where it is uncertain whether additional costs, beyond those specifically related to infusion of medicinal product, may have been included in this figure, it is possible that the use of these costs may have been an over-estimate.).  Lilly’s figure was however rejected by the Committee, seemingly on advice from NHS England.  The FDG states at paragraph 3.20:
“[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 to support these assertions by NHS England and they are implausible.
· The FDG provides no explanation for the conclusion that donanemab is regarded as “complex to prepare” and this is disputed by Lilly.  In its response to the second Draft Guidance, Lilly compared preparation of donanemab with preparation of trastuzumab, where NHS England uses the same infusion costs as those proposed by Lilly in this appraisal, even though the preparation of trastuzumab is more complex than donanemab, requiring preparation in a laminar flow hood.
· Similarly, the FDG does not explain the basis for the conclusion that donanemab has the potential for more adverse reactions.  Lilly’s comparison with trastuzumab, provided in response to consultation on the second Draft Guidance indicates that trastuzumab is associated with a substantially higher rate of infusion reactions (40%) relative to donanemab (8.5%).
· Finally, the statement that people receiving treatment with donanemab, who are in a stable condition, receiving a routine infusion for early AD, might have more complex needs than those with malignancies receiving chemotherapy, is not explained and is not understood.    

In summary, the Committee has provided no reasons for accepting NHS England’s objections to Lilly’s estimation of infusion costs, even though these are unsupported by evidence and appear counter-intuitive.  It has also seemingly failed to take into account the evidence provided by Lilly in response to consultation on the second Draft Guidance responding to such matters, which are not addressed in the FDG. 

1.4. 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.

In response to consultation on the second Draft Guidance, Lilly was permitted to submit additional evidence on the long term effectiveness of donanemab from the TRAILBLAZER-ALZ 2 long term extension study.  The EAG considered these data and raised a number of concerns which were not communicated to Lilly prior to disclosure of the Committee Papers for ACM3.  Lilly had no opportunity either prior to or during ACM3 to respond to these matters.

The additional evidence submitted by Lilly, which provides up to three years of follow-up and shows that donanemab has effects extending beyond the period of treatment, is referenced at paragraph 3.11 of the FDG.  After considering the concerns raised by the EAG, the Committee concluded:
“The committee noted that the longer term evidence may not reflect how donanemab would be used in clinical practice.  The EAG also had some concerns about the suitability of the company’s external control arm.  The committee concluded that the long-term extension data provided additional useful evidence about the clinical effect of donanemab after stopping treatment.  But the results are uncertain because there was no randomised comparison with placebo after stopping treatment”. 

Lilly could and would have addressed the concerns raised by the EAG if it had been given an opportunity to do so.  The fact that these concerns were accepted by the Committee without permitting Lilly to respond to them is inconsistent with a fair procedure.  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. In turn, a considered discussion of the long-term data would allow for a more thoughtful and informed application of the IMF principles. Lilly contends that NICE should have included consultation on the EAG’s critique of the long term extension data before the FDG was issued or, at the least, Lilly should have been allowed to address the EAG’s concerns at ACM3. 

1.5. 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.

At paragraph 3.26 of the FDG, the Committee concludes that donanemab should not be recommended with managed access for treating MCI or mild dementia caused by AD.   The Committee’s reasons were (a) that “the benefit donanemab provides is small”; (b) “some uncertainties may not be addressed by further data collection, including health-related quality of life of carers”; (c) “some of the treatment waning scenarios cannot be tested within the time allowed for managed access”; (d) the fact that the randomised placebo-controlled data would not be collected during the managed access period; (e) “the ICER for donanemab incorporating the committee’s preferred assumptions was not plausibly cost effective; and (f)”there were significant concerns that implementation would lead to considerable burden with or without data collection in the NHS”. 

NICE’s Manual addresses managed access at paragraphs 6.4.6 – 6.4.11:
“6.4.6	When a committee is unable to recommend a medicine because there is still significant resolvable uncertainty, it can make a recommendation for further evidence to be gathered subject to managed access. The committee can consider a recommendation with managed access when:
· the medicine has not been recommended, it has the plausible potential to be cost effective at the currently agreed price, but the evidence is currently too uncertain, and
· new evidence that could sufficiently support the case for recommendation is expected from ongoing or planned clinical trials, or could be collected from patients having the medicine in clinical practice, and
· these data could feasibly be collected within a reasonable timeframe (up to a maximum of 5 years) without undue burden.
…….
6.4.8	A recommendation with managed access is intended to reduce uncertainty about specific evidential issues identified by the committee”.

The Innovative Medicines Fund Principles document dated 6 June 2022 (“the IMF Document”), lists the requirements for entry to the Fund at paragraph 25.
· “the technology has the potential to address a high unmet need; 
· the technology has the potential to provide significant clinical benefits to patients; or 
· the technology represents a step-change in medicine for patients and clinicians; and 
· the new evidence to be generated is considered meaningful and could sufficiently reduce uncertainty”. 

The Committee’s assessment and reasons for refusing a recommendation with managed access are not consistent with the Manual and the IMF Document and are otherwise unfair:
(a) The Committee’s reasons for rejecting managed access for donanemab relied upon a statement from the IMF clinical lead that “managed access is a vehicle for patients to access promising treatments with significant clinical benefit” and that the Committee had concluded that “the benefit donanemab provides is small”.  Lilly does not accept that this assessment is correct, however in any event, the FDG misrepresents the entry criteria set out in the IMF Document, set out above.  The requirement for “significant clinical benefit” is an alternative to “the technology represents a step-change” and “the evidence to be generated is considered meaningful and could sufficiently reduce uncertainty”.  The Committee gave no consideration to the second arm of the entry criteria, even though there are strong reasons for concluding that donanemab is a step change in treatment for early AD and the evidence to be generated meets the meaningful and sufficiently reduce uncertainty tests.

(b) It is not a requirement of the Manual that managed access should resolve all uncertainties – rather than simply “reduce uncertainty”.  In these circumstances the Committee’s rejection of managed access because it will not resolve all uncertainty conflicts with the Manual.  Importantly, considering the uncertainties identified by the Committee at paragraph 3.25 of the FDG, it is clear that data collection through managed access could reduce uncertainties in all or most of these.


(c) there seems no reason why the specific uncertainties identified by the Committee should not be addressed through managed access.  In particular:

· data relating to carer health-related quality of life could be collected during a period of managed access; and
· evidence of treatment waning could be collected within the periods of managed access (e.g. the five year period referenced in the Manual), even if the data did not cover all the suggested periods of waning, such evidence would nevertheless reduce uncertainty and assist in consideration of donanemab.    

(d) There is no requirement for managed access to include collection of placebo-controlled data and, following grant of marketing authorisation in the UK, EU and US, any trial that involved collection of such data would almost certainly be unethical.  The Committee does not seem to have given adequate consideration to the data that will be collected through the extension phase of TRAILBLAZER-ALZ 2 and how this would reduce uncertainties including in relation to the areas identified at paragraph 3.25 of the FDG.

(e) The concern “that implementation would lead to considerable burden with or without data collection in the NHS” is outside NICE’s remit as recognised at paragraph 3.27 of the FDG.  Furthermore, the fact that AD services in England require investment is not a reason to reject new and innovative therapies, particularly given the fact that multiple treatments for AD are being developed and will require improvement in existing pathways for diagnosis and delivery. 


(f) Lilly accepts that the current ICER for donanemab incorporating the Committee’s preferred assumptions is outside the range generally recommended by NICE.  However as explained in this appeal, we consider that the assessment of cost-effectiveness is deficient in multiple areas and that, had those areas been correctly considered, the ICER for donanemab would be viewed as falling within the acceptable range.    


In summary, we believe that the Committee’s objections to managed access in this case are inconsistent with the Manual.  Contrary to the conclusions of the Committee, managed access is wholly appropriate – and indeed the most appropriate route – for health technologies such as donanemab, which involve a novel therapy and a new treatment pathway, and where further data will assist in understanding use within the NHS. 
1.6. The Committee’s consideration of the appropriate ICER threshold for this appraisal has failed to take into account the factors listed in the Manual.
The factors to be taken into account by the Committee when defining the ICER threshold for an appraisal are set out at paragraph 6.3.5 of NICE’s Manual.
“6.3.5	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 3.25 of the FDG, the Committee references the Manual and states:
“The committee will be more cautious about recommending a technology if it is less certain about the ICERs presented.  But it will also take into account other aspects including uncaptured health benefits”.  
The Committee then refers to uncertainties in relation to various assumptions in relation to lists various uncertainties in relation to the data and assumptions and concludes:
“So, the committee concluded that an acceptable ICER would be around £20,000 per QALY gained. It noted that there are both uncaptured benefits and costs or harms of donanemab (see section 3.28) so it did not consider that there were strong reasons to change the acceptable ICER from around £20,000 per QALY gained”. 
The Committee’s decision in relation to the ICER threshold is therefore based principally, if not entirely, on uncertainties and the other factors which are required to be taken into account in accordance with the Manual have either been disregarded (health inequalities) or there is no explanation of how they have been assessed (uncaptured health benefits). Lilly considers that the Committee’s conclusions on uncaptured benefits and non-health factors are clearly unreasonable as considered at appeal point 2.1 below; these matters are also relevant here in the context of consideration of the ICER threshold.  However, the Committee has given no consideration at all to health inequalities when determining the ICER threshold, despite the requirement at paragraph 6.3.5 of the Manual to do so and the evidence made available to the Committee (see e.g. submissions by Alzheimer’s Research UK and by the Alzheimer’s Society both dated March 2024  in relation to such matters).  
The issues of uncaptured benefits and health inequalities are clearly hugely important in the context of early AD and the population of patients eligible for donanemab treatment and their carers. In these circumstances the failure by the Committee to give adequate or any recognition to these matters in the context of its determination of the ICER threshold is inconsistent with the requirements of the Manual and procedurally unfair.
1.7. The Committee has failed to consider scenario analyses which include unpaid care costs.
At paragraph 3.21 of the FDG, the Committee considers the cost perspective and the approach to unpaid care costs associated with AD.  The Committee states:
“The committee noted that it was not appropriate for unpaid care costs to be included in the model”. 
NICE’s Manual provides at paragraph 4.2.7 that, for the purposes of the reference case, “the perspective adopted on costs should be that of the NHS and PSS”.  However, the Manual is clear that the Committee is not precluded from considering non-reference case analyses where appropriate.  This approach was explicitly endorsed in NICE’s HTA Innovation Laboratory Report dated November 2023, on Potential issues and challenges in evaluation of disease-modifying dementia treatments.  In the current appraisal however, there is no indication that the Committee took into account or even considered any non-reference case analyses, including the analyses which incorporated non-NHS care costs.  
The Alzheimer’s Society has estimated that two thirds of costs associated with AD are paid for by people with dementia and their families).  In circumstances where AD imposes a huge burden on carers and their families, the failure to consider scenario analyses which include the associated costs, disregards the contribution by families, carers and the third sector, is unbalanced and unfair. 
1.8. The Committee has taken into account an irrelevant factor when deciding not to recommend donanemab.
One of the factors relied upon by the Committee to support its decision not to recommend treatment with donanemab patients in patients with MCI or mild dementia due to AD, is its conclusion that substantial resources would need to be allocated to implement access in the NHS:
· “introducing disease -modifying treatments would substantially increase demand on primary care and memory clinics because of increased awareness of MCI and availability of treatment options”.
· “substantial resources would be needed to implement access to donanemab in the NHS and that this may affect the provision of other services”. 
· “…the substantial resources the NHS would need to commit to implement access to donanemab would be too great even with a managed access agreement”.
The requirement for overall improvement in AD services in England is not a relevant factor to be taken into account by the Committee in making its decisions on access to new therapies, such as donanemab. These changes would be needed in order to improve diagnostic capabilities and monitoring associated with introduction of any disease modifying treatment and simply reflect much needed investment in AD services. 
At paragraph 3.27 of the FDG, the Committee recognises that these matters are “outside of its remit”.  However it nevertheless proceeds to refer to “significant concerns that implementation would lead to considerable burden with or without data collection in the NHS” (paragraph 3.26) and “substantial resources would be needed to implement access to donanemab in the NHS and that this may affect the provision of other services” (paragraph 3.25). 
Lilly contends that the existing underinvestment in AD services should not act as a barrier to introduction of new therapies for the condition.  In circumstances where any new treatments will require development of existing AD services, such changes are not specific to donanemab.  Furthermore, the Committee has provided no explanation of its investigation of the service changes the NHS would need to implement for patients to be able to access new therapies for AD, what such changes comprise or why they would be needed.  In these circumstances it is impossible to assess the validity of the concerns expressed.  
In summary, while the Committee has referred to necessary investment in NHS service provision as a reason not to recommend use of donanemab, the poor quality of AD services in parts of the country, including inadequate provision for AD diagnosis is a matter outside its remit.  Furthermore, the Committee has not explained its assessment of the service changes that would be required so the conclusions reached lack transparency and cannot be understood and tested.   
2. GROUND 2: THE RECOMMENDATION IS UNREASONABLE IN THE LIGHT OF THE EVIDENCE SUBMITTED TO NICE

2.1. The Committee’s conclusions on caregiver utilities do not reflect the evidence available and are therefore unreasonable.
We have referred at appeal point 1.1 above, to the fact that the Committee appears to have disregarded important evidence in reaching its conclusion at paragraph 3.19 of the FDG that it preferred to use the carer utility values from the GERAS study despite the concerns raised in relation to the sensitivity of the EQ5D in this context.  The facts and matters raised at appeal point 1.1 are also applicable to this appeal point under Ground 2.
While paragraph 3.19 of the FDG is difficult to understand in view of the lack of transparency surrounding the Committee’s conclusions, it is Lilly’s position that the evidence clearly indicates that the EQ5D is not sensitive to the HRQoL of carers for people with AD and that, in these circumstances, the reliance by the Committee on the GERAS study rather than the studies submitted by Lilly and others and evidence from clinical and patient experts is unreasonable.
2.2. The Committee’s approach to the proportion of patients initiating treatment in mild Alzheimer’s Disease is inconsistent and unreasonable.

At paragraph 3.13 of the FDG, the Committee considered the proportion of people in the economic model who commence donanemab treatment in the MCI health state and the proportion who commence in the mild AD due to AD health state.   Lilly provided expert evidence supported by data relating to lecanemab from a US based community health care system (Kile et al (2024)) and information presented from the  UK controlled access programme for donanemab, which supported the position that treatment is likely to start earlier than seen in the TRAILBLAZER-ALZ 2 trial. 

While the Committee noted evidence from professional organisations that “ a shift to earlier presentation is expected as awareness of potential disease-modifying therapies grows”, it stated that “opinions differ on whether this being seen already in practice”.  The Committee concluded that:
“…the starting proportions should be aligned with the clinical data and that moving away from these would not be consistent with the rest of the model.  It noted that the trial proportions were similar to the case mix of people currently using NHS memory services (all cause dementia)”.   

This conclusion is not only inconsistent with the expert opinion and real world evidence submitted to NICE, it adopts an approach different to that followed in the appraisal of lecanemab, where the Committee concluded that, while it would have preferred to use the baseline characteristics from the lecanemab trial 

“…..these did not align with clinical expert opinion of NHS clinical practice. So, it concluded that it was appropriate to use the baseline proportions of MCI and mild dementia from TRAILBLAZER-ALZ 2 “.

The decision to mandate use of the trial data for the relevant product in one appraisal but to reject the data relating to another product in another appraisal is inconsistent and therefore arbitrary and unreasonable.  It is Lilly’s position that a balanced approach is to base the proportion of people in MCI and mild AD health states on real world evidence obtained after introduction of disease modifying treatments rather than data from trials which expert opinion considers are likely to be unrealistic. 

2.3. The Committee’s assessment of the additional aspects of donanemab treatment is unreasonable and arbitrary.
At paragraph 3.28 of the FDG, the Committee identifies certain uncaptured benefits and harms of donanemab treatment. 
· The uncaptured benefits listed at paragraph 3.28 comprise:
·  Access to a new potentially disease-modifying treatment such as donanemab could reduce the fear associated with having Alzheimer’s disease and is likely to lead to the evolution of clinical care pathways in the NHS and overall improvements in the care provided for patients. 
· • Use of proxy-reported patient utility data from the GERAS study may not have captured the more severe cases of Alzheimer’s disease because it was done in the community setting.
· The impact on the finances and productivity of unpaid carers for people with Alzheimer’s disease were not captured in the model. The committee noted that these costs fall outside of NICE’s reference case. 
· •Donanemab is not eligible for the severity modifier (see section 3.23):
· people living with Alzheimer’s disease typically become dependent on their carer for everyday functioning, which makes the burden on carers an essential aspect of the disease.
· there is a perceived disconnect between NICE’s reference case perspective, which can include both patient and carer quality of life, and the calculation of the severity modifier which only includes patient quality of life.

· The Committee also identified what were described as potential uncaptured harms:

· ‘false hope’ for people who are not eligible for donanemab, or who may find out they are APOE4 carriers and may experience worse outcomes than others. 
· ‘false hope’ for people who believe that donanemab is a cure for Alzheimer’s disease rather than a treatment that aims to slow disease progression for an uncertain amount of time. 
· burdens on patients and carers associated with treatment including need for lumbar puncture, frequent infusions and MRI scans. 
· significant increase in demand for NHS primary and secondary care services that may affect the provision of other services. 
· substantial investment in infrastructure and training for NHS care pathways to be redesigned to accommodate new treatments”. 

The Committee concludes:
“….the uncaptured benefits and costs or harms of donanemab may increase or decrease the most plausible ICER.  But it decided that capturing the benefits and costs would not significantly change the most plausible estimated ICER.  So it decided that uncaptured benefits and costs would not change its conclusions on the cost effectiveness of donanemab”.
The assessment by the Committee at paragraph 3.28 of the FDG is unbalanced, unexplained and arbitrary. 
a) While the uncaptured benefits listed at paragraph 3.28 are well established and evidenced by extensive, robust data which confirm the substantial financial and personal burden borne by individuals with AD, their carers and the third sector, which are not currently taken into account in the assessment of cost-effectiveness of treatments for MCI and dementia due to AD, the matters suggested as potential harms are either irrelevant or speculative and not supported by evidence.  
b) The matters described as “false hopes” are potential factors relevant to all targeted therapies and many other treatments for other conditions.  Such matters are generally addressed through adequate counselling by healthcare professionals when therapy is being considered.  We are aware of no other appraisal where “false hopes” have been incorporated in the analysis and to the extent that the Committee now considers it appropriate to introduce them for AD, the reasons for this new approach should be provided and adequate evidence to support the conclusions identified. 
c) The assertion that improvements in AD services are characterised as harms of donanemab treatment is not understood.  To the extent that these are necessitated due to current inadequacies in AD service provision, the changes are beneficial rather than harms and, in any event such service developments are not specific to donanemab but would be needed if any new treatment were to be introduced.  
d) Finally there is no analysis of the various benefits and harms listed or how these balance each other and the Committee’s conclusion that capturing the benefits and costs listed would not significantly change the most plausible estimated ICER is both unexplained and, in Lilly’s view inconsistent with the evidence available to the Committee which indicates that merely including more realistic assessments of carer utility benefits, unpaid carer costs and lost productivity in the economic modelling would make a substantial difference to the ICER calculation.  
It is Lilly’s firm view that the Committee’s conclusion on uncaptured benefits is unreasonable.  In addition, the lack of adequate or any reasons for its assessment is arbitrary and inconsistent with standards of good decision-making. 
THE DETERMINATION OF THIS APPEAL
Lilly requests that this appeal should be determined at an oral hearing. 
REQUESTED OUTCOME FOLLOWING APPEAL
 Lilly asks the Appeal Panel to return this appraisal to the Appraisal Committee for further consideration, with the following directions:
· The assessment of carer utilities should be reconsidered, taking into account the data submitted by stakeholders and the Committee’s conclusions should be explained in the context of the clear limitations of EQ-5D in reflecting the impact of treatment with donanemab on carers of people with early AD, and the committee should consider using more appropriate alternatives.
· The Committee should ensure that IV infusion costs taken into account for the purposes of assessment of cost effectiveness of donanemab are transparent and verifiable, and appropriately reflect the level of resource use associated with the infusion of donanemab.
· Further consideration should be given to a recommendation for donanemab with managed access, reflecting the provisions of the Manual and the Innovative Medicines Fund principles.
· The Committee should reconsider the additional benefits of donanemab, including the costs and other contributions which are not paid for by the NHS or PSS, excluding non specific issues such as “false hopes” or justifying why these are relevant only to AD and not to other medicines and explaining its conclusions.
·  The Committee should adopt an approach to the proportion of patients commencing on donanemab therapy by AD severity stage (MCI or Mild AD) consistent with expert opinion on likely approach within the NHS.
· That the need for further investment in AD services generally is not a relevant factor for consideration in this appraisal or a reason to refuse access to donanemab.
· Lilly should be allowed to respond to the issues raised in this appeal, including the criticisms of the long-term extension study by the EAG. 

