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10 July 2025
[bookmark: deartext][bookmark: Sal]Dear XXXXXXXX
Re: Final Draft Guidance for donanemab for treating mild cognitive impairment or mild dementia caused by Alzheimer's disease [ID6222]
Thank you for your letter of 3 July 2025, lodging an appeal against the above Final Draft Guidance ("FDG").  
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are: 
· 1(a) NICE has failed to act fairly, 
· 1(b) NICE has exceeded powers; or
· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.
This letter sets out my initial view of the points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information, are arguable, and fall within any one of the grounds above will your appeal be referred to the Appeal Panel. 
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I make my final decision as to whether each appeal point should be referred on to the Appeal Panel. Your response to this letter must not contain new points of appeal. Responses must deal only with requested clarifications, arguments or comments about my initial views. 
Your response to this letter will usually be the last opportunity to elaborate or provide clarification to the appeal, unless you are specifically invited to submit material at a later date. Any uninvited material submitted after your response to this letter will be rejected. 
Initial View
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.
Appeal point 1(a).1: The Committee's assessment of caregiver utilities is inadequately explained and inconsistent with NICE's Manual. 
I consider there to be two parts to your appeal point 1(a).1, and I address them both in turn below. 
(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.
I understand the nub of this appeal point to be that, in your view:
(i) the Committee has distinguished between quality of life ("QoL") on the one hand, and health-related quality of life ("HRQoL") on the other, with the former incorporating a broader set of measures;
(ii) the Committee has disregarded those elements of QoL that are not directly related to health;
(iii) this is unfair and does not align with former practice; and
(iv) it is unclear which elements of QoL have been disregarded.
I agree that this is an arguable appeal point and accordingly am minded to refer it to the Appeal Panel. 
(b) In making its decision, the Committee disregarded evidence that the EQ-5D is not sensitive enough to measure all relevant aspects of HRQoL in carers of people with Alzheimer's Disease. 
I am not currently minded to refer this appeal point to the Appeal Panel. 
The Manual is clear that, given the need for consistency across evaluations, the EQ-5D measurement method is usually preferred to measure HRQoL in adults. It provides (at section 4.3.10) that:
"In some circumstances the EQ-5D may not be the most appropriate measure. To make the case that the EQ-5D is inappropriate, provide qualitative empirical evidence on the lack of content validity for the EQ-5D, showing that key dimensions of health are missing. This should be supported by evidence that shows that EQ-5D performs poorly on tests of construct validity (that is, it does not perform as would be expected) and responsiveness in a particular patient population. This evidence should be derived from a synthesis of peer-reviewed literature. In these circumstances alternative HRQoL measures may be used. These must be accompanied by a carefully detailed account of the methods used to generate data, their validity, and how these methods affect the utility values" (emphasis added). 
At paragraph 3.19 of the FDG, the Committee notes the following: 
"The Committee reiterated that it understood carers of people with Alzheimer's Disease can experience considerable burden including wide-ranging impacts on their quality of life. But it decided that it had not seen direct evidence of health-related quality of life effects on carers that could not be captured by the EQ-5D measure". 
I consider that, on the face of the FDG (paragraph 3.19 in particular), the Committee has taken the uncertainty into consideration and explained its approach to the assessment of carer utility. It is evident that the Committee had in its mind the HRQoL impacts which were not captured by the EQ-5D analysis (see for example by reference to uncaptured aspects at paragraph 3.28) in its decision making. The Committee appears to have considered the evidence received carefully, before preferring the EAG approach and concluding that the case had not been made out to move away from EQ-5D. In light of the detailed consideration in the FDG and the wider committee papers, I do not consider it arguable that the Committee either didn’t understand the issue or didn’t consider the evidence before it. 
Consequently, I am not persuaded that it was procedurally unfair for the Committee to have preferred to use the EAG's source for carer utility values. 
Appeal point 1(a).2: The infusion costs relied upon by the Committee lack transparency and have not been subject to adequate consultation. 
I understand your appeal point 1(a).2 to be two-fold. First that NHS England's estimated infusion costs lack transparency, and second, that in any event there was no adequate opportunity to review or comment on the estimated infusion costs as they were disclosed to the Company four working days before the third committee meeting. 
In respect of the first, the 'lack of transparency' asserted is NHS England's, rather than NICE's, and I note that you have not sought to appeal on the basis that it was unreasonable for the Committee to accept NHS England's estimated infusion costs. In order for this ground to be arguable under ground 1, I consider that there would have to be an arguable case that the Committee departed from the Manual or otherwise acted unfairly in accepting the NHS England estimate, e.g. by holding NHS England to a lower standard than is prescribed.
I have not seen any evidence that that is the case, and accordingly, am not minded to refer this element of appeal point 1(a).2 to the Appeal Panel. 
As to the short period between the provision of the "Infusion Cost Estimates" and ACM3, I am not provisionally minded to refer this appeal point to the Appeal Panel. I appreciate that four days in these circumstances is a very tight turnaround and that the point is an important one in the context of the evaluation. I am reminded, however, of the difficult balance that a Committee needs to maintain to ensure stakeholders have a fair opportunity to participate whilst also ensuring the evaluation proceeds expeditiously, and that it is inevitably the case that at time, both the Committee and the Company have to be prepared to respond very promptly to developing evidence. In this case, I am not currently persuaded that the Company suffered any particular disadvantage. If you are minded to pursue this appeal point at final scrutiny, I would invite you to provide further details of any disadvantage, and of additional information the Company would have submitted had there been more time.
Appeal point 1(a).3: The Committee's reasons for rejecting the infusion costs estimated by Lilly are inadequately explained and the Committee does not appear to have taken into account the evidence submitted by Lilly in response to the second Draft Guidance.  
I understand this appeal point to relate to the adequacy of the explanation provided by the Committee for preferring NHS England's estimated infusion costs over the Company's estimated infusion costs. I note that the Committee has explained in detail at paragraph 3.20 of the FDG why it did not prefer the Company's infusion cost estimates, and do not consider it arguable that the reasons given by the Committee are procedurally unfair. 
I provisionally consider that the Committee's decision to prefer the NHS England costs may form the basis for an arguable Ground 2 appeal point. I should be grateful if you would provide the Company's view on this in your response to this initial scrutiny letter. 
Appeal point 1(a).4: The Committee has relied on the EAG's criticisms of the long term data for donanemab, even though Lilly was given no opportunity to respond to or clarify these issues.   
I am not currently minded to refer this appeal point to the Appeal Panel. Paragraph 5.8.52 of the Manual provides that "after the draft guidance has been developed, new evidence will not be accepted unless specifically requested by the committee, or if a stakeholder requests that NICE considers additional evidence and NICE specifically confirms it will accept it in writing". 
As you will be aware, NICE is required to exercise its functions effectively, efficiently and economically. There is a legitimate interest in progressing the technology appraisal process efficiently so that technologies deemed cost-effective are made available to the eligible NHS population promptly. As a result, there is no infinite right for each stakeholder in an appraisal process to reply to each piece of evidence submitted. 
I understand that the long-term extension data did not have a significant impact on the ICER, which I consider to be a relevant consideration to the assessment of whether the Company ought to have been given an opportunity to respond to the issue.
In this instance, the FDG demonstrates that the Committee took the EAG's concern into account in assessing the uncertainty of long term data, but also considered the Company's long-term extension data to be additional useful evidence. 
I also note that the EAG's concern does not appear to be the only or primary factor taken into consideration in the Committee's assessment of long term data. The Committee's conclusion on the additional evidence is that it was useful but that the results are uncertain because there was no randomised comparison with placebo after 18 months. This does not appear to have been significantly affected by the EAG’s concerns on other factors. In any event it is for the Committee to decide (within reason) whether further stakeholder consultation is required.
I do not therefore consider it arguable that this amounted to procedural unfairness.  
Appeal point 1(a).5: The Committee has failed to give due consideration to use of donanemab through managed access in accordance with the Manual and the Innovative Medicines Fund Principles document.    
[bookmark: _Hlk202909142]As you refer to in your letter, paragraph 6.4.6 of the Manual provides that a committee can consider a recommendation with managed access when: 
(1) "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 
(2) 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
(3) These data could feasibly be collected within a reasonable timeframe (up to a maximum of 5 years) without undue burden". (emphasis added)
The Innovative Medicines Fund Principles Document also provides at Principle 3 that: 
"Recommendations with managed access should be reserved for medicines that (a) demonstrate plausible potential to be cost-effective; and (b) are priced responsibly during the period of managed access, reflecting their uncertain cost effectiveness." 
I do not consider it arguable that the Committee failed to properly apply the provisions of the managed access scheme or the Innovative Medicines Fund. 
Fundamentally, your proposition that donanemab be recommended with managed access falls as the Committee did not consider there to be a plausible potential for donanemab to be cost-effective. It was not therefore open to the Committee to reach any other conclusion. This is explained at paragraph 3.25 of the FDG. 
Consequently, I am not minded to refer this appeal point to the Appeal Panel. 
Appeal point 1(a).6: The Committee's consideration of the appropriate ICER threshold for this appraisal has failed to take into account the factors listed in the Manual.    
I am not minded to refer this appeal point to the Appeal Panel. 
Paragraph 6.3.5 of the Manual, which is set out in your appeal letter, provides as follows:
"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." 
As I understand the appeal point, the Company relies on this paragraph to argue that that the Committee should have, and did not 'specifically consider' health inequalities when determining that the most appropriate ICER threshold should not depart from the standard threshold of around £20,000 per QALY gained. The Company also argues that the same provision requires explanation of how uncaptured health benefits were assessed by the Committee in reaching this view.
My provisional view is that this argument arises from a misreading of paragraph 6.3.5 of the Manual. It applies "above a most plausible ICER of £20,000 per QALY gained" (emphasis added). Paragraph 3.25 of the FDG is clear that, for the reasons explained in that paragraph, the Committee concluded that an acceptable ICER would be around £20,000 per QALY gained, not above that usual threshold. 
This is in line with:
paragraph 6.3.4 of the Manual, which provides that "below a most plausible ICER of £20,000 per QALY gained … the decision to recommend a technology is normally based on the cost-effectiveness estimate and the acceptability of a technology as an effective use of NHS resources" (emphasis added); and
paragraph 6.3.7 of the Manual, which provides that "as the ICER for a technology increases in the range of £20,000 to £30,000 per QALY gained, the committee's decisions about the acceptability of the technology as an effective use of NHS resources will make explicit reference to the relevant factors listed in section 6.3.5". 
On the basis of the above, I do not consider that there is a requirement in the Manual for the Committee to expressly set out its consideration of health inequalities or uncaptured health benefits in reaching its view that the appropriate ICER threshold should not depart from around £20,000. In any event, the Committee has set out its consideration of both health inequalities and uncaptured benefits at paragraphs 3.27 and 3.28 of the FDG respectively.
Appeal point 1(a).7: The Committee has failed to consider scenario analyses which include unpaid care costs.    
I am minded to refer this appeal point to the Appeal Panel. 
Appeal point 1(a).8: The Committee has taken into account an irrelevant factor when deciding not to recommend donanemab.     
I am not minded to refer this appeal point to the Appeal Panel. 
As I understand the appeal point, the Company's argument is that the references to the impact on NHS resources of adopting donanemab in paragraphs 3.25 and 3.26 of the FDG are evidence of procedural unfairness.
Paragraph 6.2.33 of the Manual provides as follows: 
"When considering uncertainty, the committee should take into account the likelihood of decision error and its consequences for patients and the NHS. There should be an explicit reference to the potential benefits and risks to patients based on the level of decision uncertainty and whether this can or cannot be mitigated. The committee should also consider the risks to the NHS of using the technology, based on the most plausible ICER and the impact of adopting the technology on NHS resources." (emphasis added)
In paragraph 3.25 of the FDG, the Committee notes that substantial resources would be needed to implement access to donanemab in the NHS and that this may affect the provision of other services, in the context of its consideration of decision risk, in line with paragraph 6.2.33 of the Manual.
In paragraph 3.26 of the FDG, the Committee noted the concerns raised about the resource requirements of implementing access to donanemab, but this is not determinative of its decision not to recommend managed access.  As noted above, that decision is driven by the Committee's conclusion that the technology is not plausibly cost effective.
 I do not consider it arguable that either of these references demonstrate procedural unfairness.  
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE.
Appeal point 2.1: The Committee's conclusion on caregiver utilities do not reflect the evidence available and are therefore unreasonable. 
I am provisionally minded to refer this appeal point to the Appeal Panel. 
I understand the Company's position to be that the Committee appears to have disregarded important evidence in reaching its conclusion as to caregiver utility values. 
To support my decision at final scrutiny, the Company may wish to detail in its response to this letter the specific evidence which it considers to have been disregarded, including detail of when this evidence was put to the Committee during the appraisal process. The Company may also wish to explain in its response whether, by reference to the provisions of the Manual, the studies it submitted allowed and/or justified a departure from the reference case. 
Appeal point 2.2: The Committee's approach to the proportion of patients initiating treatment in mild Alzheimer's Disease is inconsistent and unreasonable.
I am not currently minded to refer this appeal point to the Appeal Panel. That is because I do not consider there to be inconsistency between the starting proportions adopted in the model preferred in this technology appraisal and the appraisal for lecanemab [ID4043] amounting to unreasonableness or at all. 
In this appraisal, the Committee explains at paragraph 3.13 of the FDG that the EAG maintained the starting proportions from the TRAILBLAZER-ALZ 2 trial overall population in line with the original EAG (and Company) base case throughout the appraisal. The Committee notes the clinical expert opinion suggesting that it is plausible that people starting treatment earlier could gain more benefit from donanemab. The Committee then concludes 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, and so preferred the EAG's approach which adopted the starting proportions of MCI and mild dementia from TRAILBLAZER-ALZ 2.
In the lecanemab appraisal, by the third committee meeting, the Company and the EAG both adopted the starting proportions of the overall population of the TRAILBLAZER-ALZ 2 trial into their base case. The Committee noted that it would normally prefer for the baseline characteristics used in the model to align with the source of efficacy data used (in that instance, Clarity AD), but noted that there were differences between the population included in Clarity AD and the eligible NHS population. As a result, it noted that the baseline proportions were uncertain, but concluded that it was appropriate to use the baseline proportions of MCI and mild dementia from TRAILBLAZER-ALZ 2.  
Taking the above into account, I do not consider it arguable that there was inconsistency as between both decisions, and consequently do not consider the Committee's conclusion for preferring the baseline proportions from the TRAILBLAZER-ALZ 2 trial to be arguably unreasonable. 
Appeal point 2.3: The Committee's assessment of the additional aspects of donanemab treatment is unreasonable and arbitrary.  
I am minded to refer this appeal point to the Appeal Panel. 
I note that at page 19 of your letter you describe that "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…". 
The Company may wish to specify in its response to this letter the robust data that it considers would have enabled the Company to incorporate the listed uncaptured benefits into its most plausible ICER calculation. 
Conclusion 
The above sets out my initial views on all of your appeal points.
In respect of your points which I am not minded to refer on you are entitled to submit further clarification and/or evidence to me within the next 10 working days, and I will then give a final decision on the points to put before an appeal panel.  Responses must deal only with requested clarifications, arguments or comments about the lead non-executive director for appeals' initial view that an appeal point is not valid. For the points I am already content to refer on, an oral appeal will be held which is likely to be held remotely.
Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 24 July 2025.
Ordinarily, appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process. Use of additional written material is discouraged, and the panel cannot receive any new evidence. If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 25 July 2025. Please note that the Appeal Panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.
Yours sincerely
XXXXXXX

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