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Dr Mark Chakravarty
Lead Non-executive Director NICE Appeals 
– Technology Appraisals and Highly Specialised Technologies
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London, E20 1JQ

3 July 2025

Dear Dr Chakravarty,

APPEAL BY EISAI LIMITED AGAINST THE FINAL DRAFT GUIDANCE FOR LECANEMAB FOR TREATING MILD COGNITIVE IMPAIRMENT OR MILD DEMENTIA CAUSED BY ALZHEIMER’S DISEASE [ID4043]

EXECUTIVE SUMMARY

Eisai submits an appeal in respect of the following matters:

Ground 1:
1.1 The disclosure of information regarding infusion costs very shortly before the third Appraisal Committee meeting (ACM3) without opportunity for consideration or comment by consultees was procedurally unfair
1.2 The evidence and reasoning of the Committee in relation to infusion costs lacks transparency despite the evidence submitted by NHS England prior to ACM3
1.3 The Committee has omitted to explain why it has rejected the data from Clarity AD in concluding no effect of lecanemab in delaying progression to moderate or severe AD and has adopted an inconsistent approach to that followed in the appraisal of donanemab
1.4 The Committee’s consideration of a recommendation for use of lecanemab through managed access does not reflect the requirements of the Manual or the Innovative Medicines Fund principles and is unfair
1.5 The Committee has omitted consideration of health inequalities from its consideration of the appropriate ICER threshold for this appraisal
1.6 The Committee has concluded that the changes in NHS service delivery that would be required to implement lecanemab therapy should preclude access, outside its remit and without conducting an adequate investigation 

Ground 2:
2.1 The Committee’s assessment of utility values for carers does not reflect the balance of the available evidence
2.2 The Committee’s conclusion that the benefits of lecanemab are “small” is subjective, rather than scientific, and unreasonable
2.3 The assessment of the additional aspects of lecanemab treatment is unbalanced and unreasonable
2.4 The approach to treatment waning accepted by the Committee is arbitrary and unreasonable
2.5 The Committee’s decision to rely on an unverified cost estimate for APOE4 gene testing costs rather than a transparent estimate from an alternative source is unreasonable
2.6 The Committee’s consideration of a recommendation for use of lecanemab with managed access is inconsistent with the Manual and the Innovative Medicines Fund principles and is unreasonable

INTRODUCTION

We provide the below 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 Eisai Limited (Eisai) in its original submission on 7 December 2023 for the purposes of this appraisal. 

Mild cognitive impairment and mild dementia caused by Alzheimer’s Disease

AD is a chronic, irreversible neurodegenerative disease characterised by deposition of extracellular Aβ plaques composed of Aβ peptides and intracellular neurofibrillary tangles (NFT) composed of the Tau protein.  These eventually result in cognitive difficulties including memory loss, confusion, and personality changes. 

AD is the leading cause of cognitive impairment and dementia worldwide in individuals aged 65 and above. In 2022, AD was the leading cause of death in the UK (11.4% of all deaths). With disease progression, AD patients lose their ability to live independently and become completely dependent on others for their care. This severely impacts affected individuals and places a substantial burden on their families, the voluntary sector, the health and social care system, and the UK economy. Specifically in term of the UK economy, disease progression causes over 1.1 million 25- to 49-year-olds to be out of work as a result of caring responsibilities related to AD and an estimated £22.7 billion annual cost on social and informal care.

At the preclinical stage, AD pathology, including Aβ deposition and tau tangle formation, are present, but clinical symptoms have not developed. Subsequently, symptoms of AD typically begin in the MCI phase with deficiencies in short-term memory. MCI develops into mild short-term memory loss and other cognitive deficits, associated with initial impairment of functioning as patients progress to mild AD. Neuropsychiatric symptoms such as apathy, anxiety, mood changes, aggression/agitation, and depression may develop at this stage of disease and become common with more advanced disease, together with delusions and hallucinations. MCI due to AD and mild AD are collectively referred to as early AD, the population eligible for lecanemab considered in this appraisal. 

As AD progresses, patients require more assistance, beginning to lose independence in basic daily functions at the moderate AD stage. Severe AD is marked by substantial cognitive impairment, the inability to perform basic daily functions, and complete dependence on a carer. There is a significant burden for caregivers who experience both the emotional toll of witnessing a family member decline, and the physical demands of providing round-the-clock care. 

Early diagnosis of AD, when a patient is still functionally independent, can allow management and treatment initiation in milder stages of disease, with the potential to prolong the patient’s independence and maintain a higher quality of life for both the patient and their carer than that expected in more severe stages of disease.

There are currently no approved pharmacological or non-pharmacological treatments nor published treatment guidelines for MCI due to AD in the UK. NICE recommends an acetylcholinesterase inhibitor (AChEI) being either donepezil, galantamine or rivastigmine for mild to moderate AD. Memantine is recommended in combination with an AChEI for moderate to severe AD. For patients who are intolerant or have a contraindication to AChEIs, memantine can be taken as a monotherapy. There is a severe unmet need for an intervention that delays AD progression, preserving patients’ independence for longer, thus alleviating the patient and carer burden by slowing the decline in health-related quality of life and easing the financial burden on patients and their carers.

Currently available therapies for AD provide only temporary symptomatic relief, and do not treat the underlying cause of AD nor cure or halt the progression of the disease.  There is, accordingly, a high unmet need for therapies which delay disease progression and give patients the potential to remain in early AD and other less severe stages of disease for longer.

Lecanemab

Lecanemab is a humanised immunoglobulin gamma 1 (IgG1) monoclonal antibody that binds to aggregated amyloid beta (Aβ) peptides, marking them for clearance via the immune system.

Lecanemab was authorised by the UK licensing authority for the treatment of mild cognitive impairment and mild dementia due to Alzheimer’s Disease in adult patients that are apolipoprotein E ε4 (ApoE ε4) heterozygotes or non-carriers. It is the first treatment for early AD which targets an underlying cause and slows the progression of the disease. It is administered as an intravenous (IV) infusion, over approximately one hour, once every 2 weeks. 

PROCEDURAL HISTORY OF THE APPRAISAL

	Date
	Event

	28 September 2023
	Invitation to participate in appraisal

	28 September 2023
	Final Scope for appraisal

	7 December 2023
	Eisai company submission to NICE for the purposes of appraisal

	21 February 2024
	External Assessment Group (EAG) Report prepared by Kleijnen Systematic Reviews Ltd

	9 May 2024
	First meeting of the Appraisal Committee (held in private) (ACM1)

	22 August 2024
	Marketing authorisation granted by UK licensing authority 

	22 August – 20 September 2024
	Consultation on Draft Guidance

	30 September 2024
	Eisai submits response to Draft Guidance

	25 October 2024
	NICE provides committee papers to stakeholders ahead of Appraisal Committee meeting (includes document 2g, ‘NHS England response on infusion pricing’)

	6 November 2024
	Second meeting of the Appraisal Committee (ACM2)

	6 March – 27 March 2025
	Consultation on Second Draft Guidance

	27 March 2025
	Eisai submits response to Second Draft Guidance
(Updated version submitted at NICE’s request on 4 April 2025)

	23 April 2025
	NICE provides committee papers to stakeholders ahead of Appraisal Committee meeting

	8 May 2025
	NICE Associate Director provides to Eisai information regarding NHS England’s claimed infusion costs and supporting Excel file by email

	9 May 2025
	NICE provides updated committee papers to stakeholders with information regarding NHS England’s claimed infusion costs (added document 3g, ‘NHS England Infusion cost estimate’)

	13 May 2025
	Eisai submits preliminary response to NHS England’s claimed infusion costs

	14 May 2025
	Third meeting of the Appraisal Committee (ACM3)

	19 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 disclosure of information regarding infusion costs very shortly before the third Appraisal Committee meeting (ACM3) without opportunity for consideration or comment by consultees was procedurally unfair

Lecanemab is administered to patients via intravenous (IV) infusion every two weeks.  Each infusion takes around one hour.  The cost of such infusions to the NHS, as taken into account by the Committee, comprises a key element in the Committee’s conclusion that lecanemab is not cost effective and should not be recommended for use by NHS patients with MCI or mild dementia due to AD, despite the high level of clinical need.

Estimated costs proposed in initial submissions

In the absence of an established cost for administration of lecanemab, in its initial submission to NICE, Eisai sought clinical expert opinion to establish the most appropriate proxy; this resulted in its estimation of £207.59 per infusion of lecanemab, based on the average cost of parenteral (non-oral) chemotherapy infusion (Healthcare Resource Group (HRG) code SB12Z). 

In its submission, NHS England referred to the current lack of an HRG code available as an NHS reference cost for the IV infusion of a monoclonal antibody therapy for AD, due to the absence of any such treatment in NHS England. Therefore, it suggested an alternative HRG code, WD02Z (Alzheimer’s Disease or Dementia, treated by a Non-Specialist Mental Health Service Provider in an outpatient or community setting (day case)), which resulted in a cost per infusion of £565. This code had however been withdrawn from the national tariff in 2020/21.

Consultation on Draft Guidance

The Draft Guidance issued on 22 August 2024 stated at paragraph 3.17:

“The committee concluded that the wide variation in the infusion costs estimated by the company and NHS England had not been sufficiently explained. 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 the Draft Guidance, Eisai conducted a micro-costing study with input from healthcare professionals who had experience administering lecanemab at clinical trial sites in the UK, which estimated the infusion cost to be £139-£149. This study assessed the elements of infusion of lecanemab in patients with early AD and supported the use of costs based on parenteral chemotherapy infusion. 

NHS England submitted a document entitled “NHS England response to NICE on Infusion Costs for Lecanemab”, stating that it had “carried out a further review of pricing options”. This document was provided to Eisai by NICE on 25 October 2024.  In this document, NHS England disagreed with Eisai’s estimation and referred to the average cost of an infusion used for other conditions (Office of Population Censuses and Surveys Classification of Interventions and Procedures, version 4 (OPCS-4) procedure code X292) as £585.43.  

As an alternative to its initial proposal, NHS England suggested an approach consistent with the NICE appraisal process for monoclonal antibodies administered in the management of a confirmed COVID infection, estimated as £432 per infusion, including a “Market Forces Factor” uplift from the 2021/2022 figures. While NHS England stated that “NHS prices are derived based on a combination of the procedure undertaken and other factors, such as the medical condition for which the procedure is being undertaken, age, length of stay etc”, no breakdown of the elements included in costs calculated for monoclonal antibodies administered in the management of confirmed COVID-19 infection was provided, despite referring in the same document to “bottom-up costing work undertaken on the basis of actual NHS use of monoclonal antibodies administered by infusion, by a sub-set of COVID Medicine Delivery Units (CMDUs).”

Consultation on the second Draft Guidance

At paragraph 3.17 of the second Draft Guidance, the Committee concluded:

“…. the preferred cost from NHS England was not specific to lecanemab and did not reflect the expected resource needs outlined by clinical experts. It also noted a lack of transparency on how the cost was estimated and how it related to specific lecanemab resource needs. So, it was unable to determine a preferred cost for use in modelling. But the committee concluded that the most appropriate cost was likely closer to the NHS England estimate based on the infusion cost for coronavirus monoclonal antibodies than the company’s estimate”.

In response to consultation on the second Draft Guidance, Eisai addressed the lack of transparency in NHS England’s proposed costs estimation as set out in the “NHS England response to NICE on Infusion Costs for Lecanemab” document.

· Eisai reviewed TA878, in order to obtain further information regarding NHS England’s estimated costs for monoclonal antibodies administered in the management of confirmed COVID-19 infection. Eisai advised the Committee that these costs include components such as staffing, administrative support, dispensing, clinical consumables, couriering medicines, travel, office equipment, and room hire, required for establishing COVID Medicines Delivery Units (CMDUs), which [generally operate from temporary community facilities rather than conventional health care sites] and lack a permanent structure.  These satellite service set-up costs are not relevant for lecanemab and are inappropriate for routine IV delivery of a monoclonal antibody in an established secondary care setting. 
· Eisai also noted that the Market Forces Factors were unexplained and were not applied to costs under NICE’s standard methodology.
· Eisai noted that a detailed breakdown of the costs used by NHS England to prepare its estimated infusion costs had been requested and expressed substantial frustration at the lack of information provided which precluded adequate assessment of the £432 figure it had proposed.

NHS England submitted a further document entitled “Infusion Cost Estimates” and labelled “2025.05.06”, which provided some further details of its methodology for estimating the average price for an infusion of a monoclonal antibody in the treatment of Alzheimer’s Disease.  This document indicated that NHS England had collected data for 227 treatment episodes in 2021/2022. It had then adjusted the price “to reflect advice from the pricing team that the resource for this type of infusion can be considered as similar to COVID MABs, and also in line with inflation, efficiencies, and an average Market Force Factor” giving a price estimate of £462 and then applying a “COVID uplift factor” which is unsubstantiated. This appears to be a new analysis, independent of the analysis used to derive the £432 estimate supported by previous bottom-up costing work undertaken by CMDUs.

Final Draft Guidance

Following ACM3, the FDG stated at paragraph 3.20:

“For the third committee meeting, NHS England provided a breakdown of how it estimated the infusion costs”.
And:

“The committee carefully considered all of the evidence it had seen on infusion costs over the 3 committee meetings. It noted the large impact that the estimates had on the ICER, including whether the ICER would be considered cost effective or not. The committee concluded that its preferred infusion cost must reflect the costs incurred in real-world practice as much as possible. So, it preferred the £432 cost estimated by NHS England because this was most likely to reflect what would be charged in NHS practice”.

This was the figure accepted by the Committee for the purposes of the assessment of cost effectiveness of lecanemab in the Final Draft Guidance (FDG).

Eisai’s Appeal

The figures proposed by NHS England and accepted by the Committee for the purposes of guidance, lack transparency.  In circumstances where NHS England’s estimated costs are substantially different from those that Eisai considers are appropriate, Eisai has requested clarification of the costs estimated by NHS England, on multiple occasions since these were proposed for the purposes of the initial Draft Guidance issued in September 2024.  The clarification requested by Eisai included:

· The basis for NHS England concluding that the administration of monoclonal antibodies to seriously ill patients with COVID-19 was comparable to infusion costs for patients with early AD and any evidence relied upon;
· An itemised breakdown of the figures proposed by NHS England;
· Details of the assumptions which formed the basis for NHS England’s costs estimate, including whether these assumptions are relevant to early AD.  

However, despite repeated requests, (including under the Freedom of Information Act 2000) the requested clarification has not been made available.

Most recently, on 8 May 2025, four working days prior to ACM3, Eisai received from NICE the document entitled “Infusion Cost Estimates”, described above, which had been provided by NHS England, seemingly over 5 weeks after the deadline for submission of responses to consultation on the second Draft Guidance. There was no formal opportunity within NICE’s procedures for Eisai to comment on the new information disclosed by NICE and inadequate time for consideration of this material before ACM3. Nevertheless, Eisai sought, within the time available, to carry out a preliminary review of the new information disclosed by NICE and provided an initial response on 13 May, the day before ACM3 on 14 May 2025. 

As explained above, on the basis of the “Infusion Cost Estimates” document, the Committee accepted the infusion costs estimated by NHS England for the purposes of the FDG.  This document was included in the Committee Papers and information within this document was included in the Committee Slides at ACM3, however the initial response from Eisai dated 13 May 2025 was not included in either the Committee Papers or the Committee Slides and the EAG prepared no written commentary on either the “Infusion Cost Estimates” document or Eisai’s initial response. 

It is accepted in the FDG that the costs of infusion used for the purposes of the assessment of cost-effectiveness are central to the outcome of this appraisal (see for example paragraphs 1, 3.20, 3.28, 3.29).  There are substantial differences between the estimates of infusion costs submitted by Eisai and those proposed by NHS England.  Eisai has asked NICE for clarification of the infusion costs estimated by NHS England on multiple occasions since September 2024, but without receiving any substantive explanation, only for technical information to be provided a mere four working days prior to ACM3, with no adequate opportunity for consideration or comment by Eisai and in circumstances where the limited response Eisai was able to make in the time permitted was not included in the Committee Papers.  

NICE’s procedures provide for a considerable amount of stakeholder involvement and consultation. However, it is essential that these commitments are meaningful. In particular, NICE’s procedures require that the evidence which is relied upon by the Committee is made available to consultees so that this can be scrutinised and its reliability tested.  In this case, evidence in relation to the infusion costs as accepted by the Appraisal Committee should have been disclosed earlier in the process. The provision of the “Infusion Cost Estimates” document to consultees before ACM3 confirmed that NICE accepted a requirement for consultation, but the fact that it was provided only four working days before the meeting meant that Eisai was deprived of any adequate time for meaningful review and comment. In the context of a key piece of evidence repeatedly requested by Eisai, the delay providing such information, the lack of sufficient time for consultation (including consideration by clinical experts and the EAG) and the exclusion of Eisai’s initial response from the Committee Papers is inconsistent with standards of procedural fairness.

No explanation has been given for the delay in disclosing the information in the “Infusion Cost Estimates” document to Eisai, even though there seems no reason why this could not have been provided by NHS England and disclosed by NICE prior to ACM2 and consulted upon in the usual way. It is Eisai’s firm view that NICE should either have delayed ACM3 to permit consultation on the document prior to the meeting of the Committee or have directed a further period of consultation following ACM3 so that the necessary review and comment by stakeholders could take place at that stage.  To the extent that the last-minute disclosure of the “Infusion Cost Estimates” document by NICE to consultees was as a result of the late submission by NHS England, well after the deadline for responses to consultation on the second Draft Guidance, this increases the force of Eisai’s argument still further. 

1.2. The evidence and reasoning of the Committee in relation to infusion costs lacks transparency despite the evidence submitted by NHS England prior to ACM3

The importance of infusion costs in the context of this appraisal and the history of information submitted in this appraisal, including requests by Eisai for clarification of the estimation proposed by NHS England, are set out under appeal point 1.1 above, but are also relevant to this appeal point 1.2.  

Even following the additional information regarding infusion costs in the “Infusion Cost Estimates” document provided by NHS England and disclosed immediately before ACM3, the Committee’s reasons for accepting the estimation of infusion costs based on infusion of COVID-19 monoclonal antibodies and rejecting the estimation proposed by Eisai lack transparency and are unsupported by evidence.

Lack of transparency

(a) The basis for and calculation of the infusion costs based on monoclonal antibodies for COVID-19 have not been explained

There are central elements of the infusion costs estimation proposed by NHS England and accepted by the Appraisal Committee which lack transparency and cannot therefore be tested to confirm they are valid.  These elements include:

· The reasons for concluding that the administration of monoclonal antibodies to seriously ill patients with COVID-19 is comparable to infusion costs for stable patients with early AD
· Any evidence relied upon to justify the conclusion that the administration of monoclonal antibodies to patients with COVID-19 is comparable to infusion costs for patients with early AD 
· The constituent elements of the infusion costs for administration of monoclonal antibodies to patients with COVID-19 as calculated by NHS England, in order to determine whether these are relevant to lecanemab  
· Clarification of whether NHS England’s estimated costs include both direct costs and overhead recovery, including overheads which may already have been recovered on other existing treatments. (If overhead recovery is due to increased fixed overheads within the NHS these should be explained.)
· A response to Eisai’s submission in response to consultation on the second Draft Guidance:
· That, assuming NHS England’s estimated infusion costs for lecanemab reflected those used in TA878, these included elements for establishing COVID Medicines Delivery Units – which are not applicable for the administration of lecanemab;
· Requiring justification for the “Market Force Factors” applied to the calculation
· The reasons for the differences between the cost estimations in the “Infusion Cost Estimates” document disclosed in the context of consultation on the second Draft Guidance and the “Infusion Cost Estimates” document disclosed on 8 May 2025 immediately before ACM3.

Therefore, despite the various documents provided by NHS England, it has not provided a breakdown of the estimated costs of infusion proposed for lecanemeb or explained the reasons for aligning lecanemeb costs with those for monoclonal antibodies for COVID-19 and seemingly including elements which appear irrelevant to the treatment of early AD.

(b) The Committee’s reasons for rejecting the infusion cost estimations proposed by Eisai are unsupported by or do not take into account the evidence available to the Committee

At paragraph 3.20 of the FDG, the Committee refers to the infusion costs estimation provided by Eisai and to the evidence of clinical experts:

“The clinical experts explained that they would expect the infusion cost to be close to the £208 value suggested by the company. Their experience of lecanemab was that of a similar infusion time and monitoring to that of chemotherapy treatments. The patient and clinical experts added that the infusion of lecanemab is not complex and does not need intensive monitoring”.

The Committee however provides no explanation for rejecting the costs estimation submitted by Eisai and supported by the clinical experts, other than references to statements by the EAG and NHS England that:

· Lecanemab is more complex to prepare than chemotherapy;
· Has the potential for more infusion-related reactions; and 
· Some people receiving it might have more complex needs than people receiving chemotherapy infusions
 
It is unclear from the FDG, which of these matters were accepted by the Committee however each of these objections is unsupported by evidence and conflicts with the evidence available to the Committee from clinical experts and referenced in the FDG. In particular: 

i. Any suggestion that lecanemab is more complex to prepare than chemotherapy is speculative.  There is no evidence to support such an assertion, which conflicts with the evidence of clinical experts. 
ii. The basis for the conclusion that lecanemab has the potential for more infusion reactions is unexplained and the evidence, if any, relied upon is not identified. 
iii. There is no evidence to indicate that stable patients with early AD receiving lecanemab will have more complex needs than patients receiving chemotherapy for oncology indications. In particular, frailer patients with moderate or severe AD will be excluded from lecanemab therapy. 

The lack of evidence and reasoning, as described above, limits Eisai’s ability to understand the conclusions of the Committee as set out in the FDG and to test the reliability of the proposed recommendations. 

NICE is committed to transparency, and this is a requirement of a fair procedure.  There is clear authority that, even where, as here, NICE relies upon a third party such as NHS England for evidence and explanations, it is required to investigate how information needed to ensure its decisions are transparent and may be understood, can be obtained and made available to consultees (see for example the judgment of the Court of Appeal in Servier v NICE [2010] EWCA Civ 346).  Eisai suggests that, where such information is not available (consistent with the position under (a) above), NICE is required to justify reliance on non-transparent information, rather than alternative sources, where the details are transparent and can be made available to stakeholders. 

1.3. The Committee has omitted to explain why it has rejected the data from Clarity AD in concluding no effect of lecanemab in delaying progression to moderate or severe AD and has adopted an inconsistent approach to that followed in the appraisal of donanemab

The Clarity AD study showed that lecanemab delays time-to-worsening from mild AD (defined as CDR-SB score of 4.5–9.0) to moderate or severe dementia (CSR-SB score >9.0). The Eisai base case cost-effectiveness model therefore included a treatment effect for lecanemab versus placebo in the form of a hazard ratio that means lecanemab delays progression from mild to severe AD.  
The EAG’s base case disabled this hazard ratio, disregarding the evidence from Clarity AD and assuming no benefit for lecanemab in delaying worsening to moderate or severe AD. The EAG’s rationale was: “For the transition from mild AD to severe AD, the company assumed that the transition probability from Potashman et al. holds for standard of care, and applies a hazard ratio to this transition probability. The EAG notes that no justification was given for the assumption of a treatment effect on this transition and sets this hazard ratio to 1 in the EAG base-case.” 
At paragraph 3.15 of the FDG, the Committee considered the impact of lecanemab on progression from mild to severe AD and concluded:

“…..that, given the additional information shared by the company, there was not a clear significant treatment effect in transitions from mild to severe dementia for lecanemab. So, it concluded that assuming lecanemab would not affect the proportion of people who moved directly from mild dementia to severe dementia compared with standard care was appropriate for decision making”.

However, no explanation has been provided for disregarding the data from Clarity AD, submitted by Eisai, which confirm a benefit in delaying progression to severe AD.
In addition, the Committee acted inconsistently in their decision-making regarding the transition from mild to severe AD in the lecanemab appraisal compared with the donanemab appraisal (ID6222). While the Committee rejected a treatment effect for lecanemab in delaying the transition, in the donanemab appraisal, the same modelling approach, in which a time-to-worsening hazard ratio (TTW HR) is applied to all forward transitions, was used by the company, accepted by a different EAG and the same Committee, despite similar underlying clinical data. 
In summary, the reasons for rejecting the data from Clarity AD on delay to progression to severe AD are unexplained and the inconsistent approach between the appraisals for lecanemab and donanemab is unfair.

1.4. The Committee’s consideration of a recommendation for use of lecanemab through managed access does not reflect the requirements of the Manual or the Innovative Medicines Fund principles and is unfair

The possibility of a recommendation with managed access is described at paragraphs 6.4.6 – 6.4.11 of NICE’s Manual. Paragraphs 6.4.6-6.4.8 provide:

“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.

6.4.7	The committee may also make recommendations with managed access for a medicine in specific circumstances only. For example, only for patients with a particular condition who meet specific clinical eligibility criteria, or that the medicine must be given by staff with certain training or in a particular care setting.

6.4.8	A recommendation with managed access is intended to reduce uncertainty about specific evidential issues identified by the committee”.

At paragraph 1 of the FDG, the Committee provides its reasons for refusing a recommendation for lecanemab with managed access:

“Because lecanemab is not cost effective and because of uncertainties that would not be addressed in a period of managed access, it is not recommended with managed access”

Further details of the Appraisal Committee’s assessment of managed access are set out at paragraph 3.29 of the FDG. It is difficult to discern the Committee’s reasons for refusing a recommendation with managed access as opposed to matters simply raised by other stakeholders and noted by the Committee. However, the factors which, based on paragraph 1, appear to have formed the basis for its decision are as follows:

a) “Some key uncertainties may be resolved but some key issues such as treatment discontinuation and infusion costs may not be resolved”
b) “There would be no new direct evidence available for the relative treatment effectiveness of lecanemab compared with standard care, so this was likely to remain uncertain” 
c) “The committee recalled that the most plausible ICER was likely to be considerably above the range normally considered cost effective. It also thought that a key driver of these results was the small clinical benefit of lecanemab” 
d) “It understood that data collected in managed access was unlikely to show a substantially greater clinical benefit for lecanemab than that estimated in the committee’s preferred base case”

The Committee’s analysis is not consistent with the approach set out in the Manual and the Innovative Medicines Fund Principles and is otherwise unfair:

· The Committee’s decision at paragraph 3.29 which declines to recommend lecanemab because “some key issues ….may not be resolved” suggests that a recommendation with managed access requires that all uncertainties must be capable of being resolved through this mechanism.  However, this does not reflect the requirements of the Manual, which provide simply that managed access is intended to reduce uncertainty.  In this case, it is clear that a period of managed access would be likely to reduce uncertainty in relation to the majority of areas identified by the Committee in the FDG (for example, those matters addressed at paragraphs 3.6, 3.7, 3.8, 3.15, 3.24).
· With respect to the two areas identified by the Committee where managed access may not resolve uncertainty:
· Treatment discontinuation is not identified as an area of uncertainty at either paragraph 3.18 or paragraph 3.28 of the FDG and, even if that is incorrect, treatment discontinuation is an issue where further data will become available through the Clarity AD open-label extension (OLE) study and from use within the NHS in England, if included in a data collection agreement.
· While Eisai accepts that, in the context of a new treatment pathway, there is some uncertainty in relation to infusion costs, this can be resolved only through use within the NHS in England.  In response to consultation on the Draft Guidance, NHS England’s “Infusion Cost Estimates” document stated:
“As set out in previous notes, there is no Health Resource Group (HRG) code that covers a monoclonal antibody infusion to treat Alzheimer’s Disease or Dementia currently in use. It is standard policy only to set a HRG price for a new area of activity up to three years after the activity starts in order for there to be sufficient reference data on which to base the price. Before then, it is normal to agree a price to be paid by commissioners (in this case ICBs) to NHS providers, using an estimate based on similar types of activity”. 
Therefore, irrespective of whether it is appropriate to use HRG prices in the context of NICE appraisals, it is clear that accurate costings can be produced only after there has been significant experience with use of the treatment, generating adequate reference data on associated costs. In other words, real world use in the NHS is the only way in which uncertainty regarding infusion costs can be resolved. In these circumstances, the correct course is to use a transparent and pragmatic approach to costs for the purpose of managed access, that fairly reflects likely costs to the NHS but without introducing elements that are implausible or unrelated to AD.
· The FDG suggests that its conclusion (which Eisai does not believe is scientifically based) that lecanemab is associated with a “small clinical benefit” does not reflect the requirements of the Innovative Medicines Fund.  This is incorrect.  The Innovative Medicines Fund Principles document dated 6 June 2022 (“the IMF Document”), lists the requirements for entry to the Fund at paragraph 25 and provides either a technology must have a significant clinical benefit or the represent a step-change and evidence to be generated through managed access is meaningful and could sufficiently reduce uncertainty.  In Eisai’s submission, lecanemab clearly satisfies the second option under these criteria.
· Data collection through further randomised controlled trials (RCTs) is not a requirement for managed access, even where there is uncertainty regarding relative treatment effectiveness. Consistent with NICE’s real-world evidence framework and previous appraisals, observational studies and real-world data collection have been used in multiple cases (e.g. TA667 and TA524) to obtain additional evidence on clinical effectiveness used for the purposes of decision making. The Committee does not seem to have taken into account the fact that further evidence on the treatment effectiveness of lecanemab will be obtained from the Clarity AD OLE study and from real-world evidence obtained from NHS use.  It is also doubtful that an RCT comparing lecanemab with standard care in patients with mild AD would now be considered ethical.  
· In relation to cost-effectiveness in the context of a recommendation through managed access, Eisai was notified by the Associate Director on 17 January 2025 
“If the company base case ICER is less than £30,000 per QALY gained (that is potentially plausibly cost-effective), although the committee might not think the company’s assumptions are the most plausible ones based on the evidence available, this is inherently uncertain in this appraisal. So if it considers that data collected through managed access has the potential to validate the company’s assumptions, then it may make a managed access recommendation.”

Eisai’s updated base case submitted in response to consultation on the second Draft Guidance is £29,706, therefore within the bracket identified by NICE as suitable for managed access. However, following ACM3, the Committee determined an ICER threshold of £20,000 per QALY gained, as set out at paragraph 3.28 of the FDG.  No explanation for a change in the applicable ICER threshold was provided by NICE or the Committee and Eisai is aware of no evidential basis in this appraisal justifying such a change. In circumstances where Eisai’s base case ICER for lecanemab is cost-effective in accordance with the threshold initially set by NICE, a change in the threshold without new evidence and without explanation to exclude managed access is procedurally unfair.   

In summary therefore, the assessment at paragraph 3.29 of the FDG, read together with paragraph 1, does not reflect the requirements for consideration of managed access set out in NICE’s Manual or the Innovative Medicines Fund principles document and is otherwise unfair and/or unreasonable. The introduction of a novel treatment for AD will inevitably be associated with uncertainty which can largely be addressed through a period of recommendation with managed access. That is clearly the position with lecanemab and it is difficult to envisage a situation where managed access with generation of real-world evidence is more relevant than the current appraisal.

1.5. The Committee has omitted consideration of health inequalities from its consideration of the appropriate ICER threshold for this appraisal 

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”.

The Committee’s consideration of the ICER threshold in the current appraisal is set out at paragraph 3.28 of the FDG. The Committee lists various uncertainties in relation to the data and assumptions and states:
“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 lecanemab (see section 3.31) so it did not consider that there were strong reasons to change the acceptable ICER from around £20,000 per QALY gained”. 

Eisai considers that the Committee’s conclusions on uncaptured benefits and non-health factors are wholly unreasonable. That issue is addressed at appeal point 2.1 below but is also applicable here. However, the Committee gives no consideration to aspects that relate to health inequalities in the context of the ICER threshold, despite the requirement at paragraph 6.3.5 of the Manual.  

People with dementia and their carers face substantial health inequalities. As explained in Eisai’s initial submission in this appraisal, the majority of costs related to dementia care do not fall within healthcare budgets; instead, they often extend beyond traditional healthcare expenditures, including long-term care, social services, caregiver support, and other non-medical expenses that can significantly impact families and society as a whole. The Alzheimer’s Society has indicated that around £1.7 billion per year is spent by the NHS on dementia versus £22.7 billion spent by social and informal care, in the form of unpaid care provided by family members and the direct expenses associated with private social care services.

As confirmed in a recent report by the Office for Health Economics (OHE), dementia is associated with health inequalities including gender, financial pressures, health and well-being, and health system structural issues. The OHE found that 41% of informal carers of people living with dementia experience financial difficulties, and around 20% are out of the labour force due to caring responsibilities.  Any treatment that reduces symptoms associated with early AD or delays the onset of more advanced disease impacts such health inequalities. 

However, the above factors and the potential impact of lecanemab were not considered by the Committee whether in the context of paragraph 3.28 of the FDG or at all. At paragraph 3.30 of the FDG, the Committee considers health inequalities resulting from inadequacies in dementia service delivery in very general terms, and concludes that such matters fall outside its remit. It does not consider the health inequalities identified above, how these might be impacted by treatment benefits in early AD or how they should affect the ICER threshold in the context of the current appraisal.   
 
GROUND 1b; IN MAKING THE ASSESSMENT THAT PRECEDED THE RECOMMENDATION, NICE HAS EXCEEDED ITS POWERS

1.6. The Committee has concluded that the changes in NHS service delivery that would be required to implement lecanemab therapy should preclude access, outside its remit and without conducting an adequate investigation 

The FDG refers repeatedly to challenges with diagnosis of MCI and mild AD and to inconsistencies in provision of dementia services (including compliance with NICE Guidelines) and that introduction of new treatments for AD would require changes to existing diagnostic pathways – e.g. paragraphs 3.2, 3.4, 3.28, 3.32. 

The Committee refers at paragraph 3.31 to a “significant increase in demand for NHS primary and secondary care services” and “substantial investment in infrastructure and training for NHS care pathways to be redesigned to accommodate new treatments” (not limited to lecanemab) as potential harms of lecanemab and includes “the substantial resources the NHS would need to commit to implement access to lecanemab” as a reason for not recommending treatment at paragraph 3.31.  This is despite stating at paragraph 3.30: 

“The committee noted the concerns raised with getting a diagnosis, accessing care in a new and complex pathway, and substantial demand on NHS services. It understood these concerns but noted that they were outside of its remit”. 

The Committee provides no explanation of its investigation of the service changes the NHS would need to implement for patients to be able to access lecanemab, what such changes would comprise or why they would be needed. In these circumstances it is impossible to assess the validity of the concerns expressed. Furthermore, so far as it is possible to tell from the FDG and consistent with the Committee’s statement at paragraph 3.30, referenced above, many of the service changes that would be required are not specific to lecanemab, but relate to improvements in AD services more generally. These matters should not act as a barrier to access to new treatments for AD including, but not limited to, lecanemab.

In summary, while the Committee has referred to necessary investment in NHS service provision as a reason not to recommend use of lecanemab, the poor quality of AD services in parts of the country, including inadequate provision for AD diagnosis, is a matter outside the Committee’s 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 assessment of utility values for carers does not reflect the balance of the available evidence

At paragraph 3.25, the Committee considers the approach to carer utilities to be included in the economic model:

“The committee noted that its preferred approach in the evaluation of donanemab for treating MCI or mild dementia caused by Alzheimer's disease was to use 1.8 carers and utility values from the GERAS study [which measured EQ-5D]. It noted that GERAS was a large study giving UK-relevant estimates and appeared reasonable”.

However, in reaching this conclusion, the Committee has failed to take into account the substantial evidence indicating that EQ-5D underestimates health-related quality of life (HRQoL) in carers for people with AD, including:

· Reed et al. (2017) where the authors of the GERAS study note that EQ-5D-5L focuses on physical health and conclude that this tool therefore appears to be a suboptimal measure of the QoL of carers of people with AD.
· The results from Clarity AD where the Zarit Burden Interview (ZBI) showed a statistically significant 38.5% lower decline for caregivers of patients treated with lecanemab compared to placebo, whereas the EQ-5D showed only an approximately 10% mean difference versus placebo.

In addition, the Committee has provided no reasons for rejecting the findings of the vignette study conducted for the purposes of the appraisal of donanemab.  It has provided no reasons for preferring the GERAS study, which used the EQ-5D, despite the evidence raising concerns about is reliability and suitability in this context (including the conclusions of its own authors) and concerns raised by Eisai, other stakeholders (including the Alzheimer’s Society) and the EAG. The Committee’s only justification appears to be that any inadequacy present in the EQ-5D is balanced by the fact that carer utilities are multiplied by 1.8 – even though as this factor reflects the burden on carers of patients with mild AD it is no answer to the requirement to use the most suitable HRQoL measure.  

Overall, the Committee’s conclusions in relation to carer utilities do not reflect the available data indicating the inadequacies of EQ-5D in this context and are therefore unreasonable.

2.2. The Committee’s conclusion that the benefits of lecanemab are “small” is subjective, rather than scientific, and unreasonable

At various points in the FDG, the Committee asserts that the benefits of lecanemab are “small” even though it accepts at paragraph 3.8 that “lecanemab had a clinically significant treatment effect”.

However, the benefits of lecanemab have been demonstrated by statistically significant results from the Clarity AD trial, accepted by regulatory authorities for the purposes of authorisation and confirmed by expert opinion.  In this context, the Committee’s conclusion that the benefits of lecanemab are small (which is not explained) conflicts with the importance of these effects for patients with early AD and their carers.  In circumstances where NICE does not typically describe similar extensions of progression-free survival associated with oncology medicines as “small”, it is Eisai’s view that extensions to the time a person with early AD is able to live independently or engage with family members should not be characterised as a “small” benefit and that the Committee’s description is unreasonable.  

2.3. The assessment of the additional aspects of lecanemab treatment is unbalanced and unreasonable

The benefits of treatment with lecanemab, identified by the Committee as not captured in the cost effectiveness analysis, are set out at paragraph 3.31 of the FDG, together with certain potential harms.  

· The uncaptured benefits listed at paragraph 3.31 comprise:
· Utility values may have been underestimated by using patient-by-proxy-reported quality-of-life data 
· The impact on the finances and productivity of carers 
· Lecanemab is innovative, as shown by its designation to the Innovative Licensing and Access Pathway (ILAP) 
· Lecanemab is not eligible for the severity modifier despite: 
· Alzheimer’s Disease being the leading cause of death in the UK 
· the condition causing a significant disease burden 
· clinical consensus that treating milder AD states is more beneficial than treating more severe AD states 

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

· “False hopes” for patients found to be non-eligible for treatment or for patients or carers who believe lecanemab is associated with substantial improvements or a cure of AD
· Repeated diagnostic testing and monitoring 
· 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 

After considering these additional aspects of lecanemab treatment, the Committee concluded:

“….that the uncaptured benefits and costs of lecanemab may increase or decrease the most plausible ICER. But it noted that it had not been presented with any information to incorporate the uncaptured aspects into the cost-effectiveness estimates. So, the committee was unable to reach a conclusion on the impact of uncaptured benefits and costs”. 

However, while the uncaptured benefits listed at paragraph 3.31 of the FDG are plausible and demonstrated by substantial evidence from multiple sources made available to the Committee (e.g. Eisai’s initial submission at section B.3.13 and the initial submissions by Alzheimer’s Research UK and the Alzheimer’s Society), the matters listed as “potential harms” either fall outside NICE’s remit or comprise matters not specific to lecanemab which have not previously been considered in NICE appraisals.  In particular:

i. Where described as “false hopes” or associated with the need for diagnosis or monitoring, these are matters invariably or frequently associated with other targeted therapies for other conditions such as cancer (i.e. the possibility of non-eligibility for treatment or that the therapy will be ineffective); or
ii. These matters relate to the need for general improvement in dementia services in England, a matter outside NICE’s remit (as noted by the Committee at paragraph 6.30) and to the extent that improvement in services is stimulated by the availability of lecanemab, a benefit rather than a harm.  

Furthermore, the Committee’s assertion that it was not provided with information to incorporate the uncaptured benefits into the cost-effectiveness estimates is incorrect. Several scenario analyses were included with Eisai’s initial submission in December 2023 (see table 70) and section B.3.13, which address a number of these factors. Furthermore, the FDG provides no indication that the Committee took into account the uncaptured benefits associated with lecanemab treatment as specifically required by paragraph 6.3.5 of the Manual, when determining the ICER threshold for the purposes of this appraisal.

In summary, the uncaptured benefits associated with lecanemab are well established and supported by evidence from published and non-published sources as well as scenario analyses demonstrating the effect on cost-effectiveness. In contrast, the matters described in the FDG as “potential harms” are speculative, outside NICE’s remit and/or not matters taken into account in other appraisals. To the extent that the Committee wishes to rely upon such matters, it is required to explain why this is appropriate for AD, when it has not been considered appropriate in appraisals of other technologies. In the absence of a credible explanation for considering the alleged potential harms and justification for the conclusion reached, the Committee’s statement that it was unable to reach a conclusion on the impact of the identified benefits and potential harms is arbitrary and unreasonable.

2.4. The approach to treatment waning accepted by the Committee is arbitrary and unreasonable

At paragraph 3.19 of the FDG, the Committee considers the approaches to waning of the treatment effect following discontinuation of lecanemab treatment.  The Committee noted the evidence submitted by Eisai (based on amyloid accumulation) as well as the analysis provided by the EAG (based simply on time from discontinuation) and ultimately concluded that the approach suggested by the EAG should be preferred without providing any clinical justification.

However, the decision by the Committee disregards the fact that, while there are uncertainties, the approach proposed by Eisai is both clinically plausible, based on pathophysiology and supported by expert opinion, whereas the EAG’s method is purely arbitrary. 

Furthermore, the approach to treatment waning accepted by the same Committee in relation to lecanemab is inconsistent with the approach followed for donanemab even though the products are in the same class and have similar mechanisms of action. 

· For lecanemab, the Committee has accepted the approach of the EAG which is: where treatment is discontinued before 18 months waning will commence immediately and continue over a 4-year duration; where treatment discontinues at 18 months, there will be no treatment waning for one year, followed by treatment waning over 4 years.
· For donanemab however, the Committee has accepted the advice of a different EAG that where treatment is discontinued at 18 months, there is no treatment waning for 2.5 years followed by treatment waning over 5 years.

No explanation for the difference in approach has been provided by the Committee in the FDG for lecanemab and Eisai does not believe this is justified by the data.
  
In summary the Committee’s reliance on the EAG’s arbitrary waning on treatment effect for lecanemab rather than the scientifically plausible and evidence-based methodology proposed by Eisai, together with the inconsistent approaches followed in the appraisals of lecanemab and donanemab is unreasonable.

2.5. The Committee’s decision to rely on an unverified cost estimate for APOE4 gene testing costs rather than a transparent estimate from an alternative source is unreasonable

In circumstances where the marketing authorisation for lecanemab provides that people are eligible for treatment if they are heterozygous for APOE4 or do not have the gene, APOE4 testing costs have been included in the economic model.

NHS England have suggested that the appropriate APOE4 testing cost should be £250.  However, this was unreferenced and no evidence to support this figure have been provided. Therefore, Eisai proposed use of a cost from the Scottish Health Service (£41.10, R130 Laboratory Services for Clinical Genetics).

At paragraph 3.23 of the ICER, the Committee concluded:

“….the modelled costs must reflect the costs incurred in real-world practice as much as possible. So, it preferred to use the cost provided by NHS England. The committee also noted the very small impact that this change had on the ICER”.

A preference for non-validated and non-transparent costs is inconsistent with NICE’s commitment to transparency and is also inconsistent with standards of rigorous decision-making, where the assumptions relied upon should be verified.  The substantial discrepancy between the figure proposed by NHS England and that used by NHS Scotland suggests either that there is an error in the calculation of the non-published figure used by NHS England or the service employed is itself not cost-effective. In these circumstances, the Committee’s reliance on the unexplained figure for APOE4 testing proposed by NHS England rather than the transparent costs from the Scottish Heath Service is unreasonable.  Such a decision would be unacceptable in any circumstances, regardless of the impact on the ICER.

2.6. The Committee’s consideration of a recommendation for use of lecanemab with managed access is inconsistent with the Manual and the Innovative Medicines Fund principles and is unreasonable

At appeal point 1.4 above, Eisai addresses the lack of fairness associated with the Committee’s consideration of a recommendation of lecanemab with managed access. Some elements of the Committee’s conclusions may also be viewed as unreasonable (e.g. the statement at paragraph 3.29 of the FDG that treatment discontinuation is an area of uncertainty, in circumstances where this is not referenced at paragraphs 3.18 or 3.28 of the FDG). To that extent, the content of appeal point 1.3 should be repeated here.

THE DETERMINATION OF THIS APPEAL
Eisai requests that this appeal should be determined at an oral hearing. 
REQUESTED OUTCOME FOLLOWING APPEAL
Eisai requests that the appraisal is returned to the Appraisal Committee with the following directions:

· NHS England to be invited to provide detailed and transparent breakdowns of its estimated costs for infusion of lecanemab and APOE4 testing, but if it elects not to provide such information, the Committee should rely on alternative sources of information for such costs.
· If the Committee intends to disregard the benefit of lecanemab in delaying transition from mild to moderate or severe AD, it must explain its reasons and justify a different approach to that followed by the same committee in the appraisal of donanemab. 
· The Committee must adopt a consistent approach to waning of treatment effect to that used in the appraisal of donanemab.
· The Committee must reconsider the assessment of carer benefits associated with lecanemab therapy taking into account the deficiencies in EQ-5D in capturing HRQoL in carers of patients with AD.
· The Committee should take into account all of the well evidenced benefits of lecanemab that have not been captured in this appraisal; if it intends to consider the matters currently listed as potential harms, this approach, which differs from that followed in other appraisals  must be justified and any balancing exercise of benefits and harms must be adequately explained. 
· The Committee should reconsider the appropriate ICER threshold for lecanemab bearing in mind the letter from the Associate Director of 17 January 2025 and all the factors required to be taken into account at paragraph 6.3.5 of the Manual
· The Committee should reconsider a recommendation for use of lecanemab with managed access in the context of the letter from the Associate Director dated 17 January 2025 and the requirements of the Manual.
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