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31 July 2025

[bookmark: deartext]Dear XXXXXXX
Re: Final Draft Guidance - lecanemab for treating mild cognitive impairment or mild dementia caused by Alzheimer’s disease [ID4043]
Thank you for your letter of 24 July 2025 responding to my initial scrutiny views.  This is my final decision on initial scrutiny.
I assess each of your points in turn.
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly.
1(a).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 
Having considered the additional arguments made in your letter of 24 July 2025, I agree that this is a valid appeal point.   
In reaching this view I note your additional arguments that Eisai made repeated requests to the Committee for NHS England's estimated infusion costs and that they could have been provided earlier in the process.  I also note your position that Eisai's preliminary response was not included in the Committee papers and there is no evidence that the EAG was able to critique the infusion costs estimate document.  Therefore I am of the view that it is arguable that the consultation was procedurally unfair and did not allow sufficient time for the information to be fully considered.
1(a).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 
I have considered your additional arguments in respect of the two parts to this appeal point.
(a) The evidence submitted by NHS England lacks transparency
For the reasons I set out at initial scrutiny, I remain of the view that this appeal point should not proceed to an oral hearing.  
I agree that transparency is a fundamental aspect of a fair procedure, and that, in line with the Eisai and Servier cases, the standard of transparency applying to NICE appraisals is high.  I do not consider that the Committee's acceptance of NHS England's infusion estimate can arguably be challenged as a failure to ensure adequate transparency, in circumstances where in your view there are additional details underlying that estimate that: 
1. NHS England should have shared with the Committee; and 
2. having received those additional details, the Committee should have shared with stakeholders.
Put shortly, I remain of the view that the duty of transparency owed by NICE does not oblige it to share this information which it does not have.  This is the key distinction between the current circumstances and those of Eisai and Servier, which both considered NICE's duties in relation to information that was available to NICE.   
(b) the lack of reasons explaining why the Committee rejected the estimated infusion costs proposed by Eisai
Having considered the additional arguments made in your letter of 24 July 2025, I agree that this is a valid appeal point.   
I accept that it is arguable that the Committee has not adequately explained its reasons for rejecting the infusion costs estimated by Eisai.
I therefore refer this appeal point 1(a)2 to the Appeal Panel as follows:
The Committee has not provided adequate reasons for rejecting Eisai's infusion costs.
I also note your reference to the Company's freedom of information request to NHS England.  I anticipate the Appeal Panel may wish to understand the extent to which any additional information provided in response to the FOI request was available to the Committee.
1(a).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 
Having considered the additional arguments made in your letter of 24 July 2025, I agree that this is a valid appeal point.   
In reaching this view I accept that it is arguable that the Committee has failed to explain why it did not consider that there was a clear significant treatment effect in transitions from mild to severe dementia, in light of XXXXX patients in the lecanemab arm transitioning from mild to severe AD, compared with XXXX in the placebo arm. 
I also accept that it would be arguably unfair to adopt an inconsistent approach to this issue with that taken in the donanemab evaluation without providing an adequate explanation.
1(a).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 
Having considered the additional arguments made in your letter of 24 July 2025 I remain of the view that this appeal point should not proceed to an oral hearing.
The Manual is clear that without a plausibly cost effective ICER at the current price, the Committee cannot recommend managed access.  As the Committee had reached that view in this evaluation, there is no arguable case that the Committee should nevertheless have made a recommendation with managed access.
1(a).5 The Committee has omitted consideration of health inequalities from its consideration of the appropriate ICER threshold for this appraisal 
Having considered the additional arguments made in your letter of 24 July 2025 I remain of the view that this appeal point should not proceed to an oral hearing.
I agree with your analysis that the Manual does not expressly require the Committee to set an ICER threshold.  It is the case, however, that in order to reach a decision about whether to recommend a technology, the Committee has to consider both (1) the most plausible ICER for that technology; and (2) whether to depart from the usual threshold for a positive recommendation. I agree that a decision to recommend (or not recommend) a technology with a most plausible ICER above £20,000 should be taken following consideration of the factors listed in paragraph 6.3.5 of the Manual, including health inequalities.  Those factors have demonstrably been taken into account in this evaluation.  They have therefore been taken into account in the context of 'the acceptability of the technology as an effective use of NHS resources'.  I do not accept that there is arguably a separate or freestanding obligation on the Committee to expressly record its consideration of those factors in reaching a decision not to depart from the usual threshold.
Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers.
1(b).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  
Having considered the additional arguments made in your letter of 24 July 2025, and noting that this appeal point is made under ground 1(b), I remain of the view that this appeal point should not proceed to an oral hearing.
I understand your argument to be that the Committee relied upon matters outside its remit in reaching the conclusions expressed as to decision risk and uncertainty in paragraph 3.28 and as to managed access in paragraph 3.29.   
Paragraph 3.28 records that the Committee took account of the fact that "substantial resources would be needed to implement access to lecanemab in the NHS and that this may affect the provision of other services" as part of its consideration of decision risk, in line with paragraph 6.2.33 of the Manual.  
Paragraph 3.29 records (as noted below in relation to appeal point 2.6) the Committee's conclusion that:
the most plausible ICER was likely to be considerably above the range normally considered cost effective. 
That being the case, it was not open to the Committee to recommend with managed access.  
Given the above, it is not arguably the case that the Committee has based its decision on factors which are outside its remit.
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 
I confirm my decision to refer this appeal point to the Appeal Panel.
2.2 The Committee’s conclusion that the benefits of lecanemab are “small” is subjective, rather than scientific and therefore unreasonable
Having considered the additional arguments made in your letter of 24 July 2025 I remain of the view that this appeal point should not proceed to an oral hearing.
Paragraph 3.6 of the FDG discusses in detail the evidence that the Committee received and considered about the minimum clinically important treatment effect and the treatment effect of lecanemab across three committee meetings relative to this. Its conclusion that the treatment effect was clinically meaningful but relatively small and of uncertain duration is not an arguably unreasonable conclusion to reach in light of that evidence.  
2.3 The assessment of the additional aspects of lecanemab treatment is unbalanced and unreasonable 
I confirm my decision to refer this appeal point to the Appeal Panel.
2.4. The approach to treatment waning accepted by the Committee is arbitrary and unreasonable 
I confirm my decision to refer this appeal point to the Appeal Panel.
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
Having considered the additional arguments made in your letter of 24 July 2025, I agree that this is a valid appeal point.   
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
Having considered the additional arguments made in your letter of 24 July 2025 I remain of the view that this appeal point should not proceed to an oral hearing.
The Manual is clear that without a plausibly cost effective ICER at the current price, the Committee cannot recommend managed access.  As the Committee had reached that view in this evaluation, there is no arguable case that the Committee should nevertheless have made a recommendation with managed access.
Conclusion
Therefore the valid appeal points are:
· 1(a).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(a).2 – The Committee has not provided adequate reasons for rejecting Eisai's infusion costs.

· 1(a).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.

· 2.1 – The Committee’s assessment of utility values for carers does not reflect the balance of the available evidence.

· 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.
NICE will be in contact with you regarding the administration of the appeal, which will be held orally. 

Yours sincerely
XXXXXXXX
Dr Mark Chakravarty 
Lead Non-Executive Director for Appeals 
National Institute for Health and Care Excellence
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