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[bookmark: deartext][bookmark: Sal]Dear Gordon Lundie
Re: Final Draft Guidance — Brexucabtagene autoleucel for treating relapsed or refractory mantle cell lymphoma after 2 or more lines of systemic treatment (review of TA677) [ID6325]
Thank you for your letter of 12 February 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
Appeal point 1(a).1: The Committee accepted a CAR-T tariff figure of £60,462 plus ICU costs proposed by NHSE as the cost of treatment with brexu-cel for the purposes of this appraisal, even though this lacks transparency and the Committee has failed to subject the proposed figure to adequate investigation.
Having considered the additional arguments made in your letter of 12 February 2025, I agree that this is a valid appeal point that should be considered by the Appeal Panel. 
In reaching my provisional view at initial scrutiny that I was not minded to refer this point to the Appeal Panel, I noted that the Committee had accepted the current NHS tariff figure for CAR-T cell treatments as the current cost of delivering CAR-T cell treatments in the NHS, in line with paragraph 4.2.7 of the Manual.  I further noted that NHS England had explained the process by which the tariff was reached to the Information Commissioner, and that the Information Commissioner had accepted that the detailed costing information provided to NHS England by the NHS providers of the service is subject to a duty of confidence.
In your response to my initial scrutiny letter, you maintain your position that the Committee should have taken further steps to assure itself that the tariff price accurately reflects the costs directly associated with the treatment (noting for example that you say the recommended length of hospital stay post infusion has reduced from 10 days to 7). You highlight your view that the process by which NHS England produced the tariff was inadequate, and also highlight that the Company disagrees with the ICO's conclusion on confidentiality and is appealing that decision.
I have considered your further submissions carefully, and also note that the EAG considered the issue, stating (in page 75 of the Committee papers) that:
Regarding transparency of NHS England’s updated tariff, the EAG acknowledges the company’s concern that details of the methodology have not been published and agrees that greater transparency in tariff construction would be beneficial for stakeholders. However, this does not justify continued reliance on an outdated and likely underestimated figure. The most recent NHS England tariff (£58,964, inflated to £60,462 for 2025/26) reflects the best available evidence, and should be considered the most appropriate value for base-case analysis. 
Therefore, while the company’s critique of transparency is valid in principle, its chosen alternative tariff does not have stronger evidentiary support. The EAG maintains that the Committee’s base-case approach (using the updated CAR T tariff (£58,964 or £60,462) supplemented with explicit ICU costs) is the most reasonable and methodologically robust option.
Overall, I have reached the view that it should be for the Appeal Panel to determine what, if any, further steps the Committee should have taken to reach a procedurally fair conclusion that the evidence presented by NHS England on cost of treatment was acceptable. In reaching this view, I have noted in particular that it is not clear to me the extent to which the Committee did seek further details of the process by which NHS England arrived at the NHS tariff, or whether the Committee asked for any information from NHS England that was not provided (whether for reasons of confidentiality or otherwise).
I note two further points in passing.  The first is that you refer to paragraph 4.4.1 as imposing an obligation on NICE to identify evidence systematically.  In an STA, responsibility for the submission of evidence falls on stakeholders, and accordingly I read this provision as imposing an obligation on stakeholders, rather than NICE. Secondly, I note that new evidence cannot be introduced through the appeal.  Your letter includes analysis on "adverse events in hospital" as an example of the need for transparency in the CAR-T tariff components. This analysis does not appear to have been raised during the appraisal and therefore would not be admissible at the oral hearing.  In preparation for the oral hearing please ensure that any evidence upon which you seek to rely was before the Committee.  
Appeal point 1(a).2:  NICE’s decision to follow the Single Technology Appraisal (STA) route for this appraisal, rather than considering brexu-cel under the Highly Specialised Technology (HST) procedure was contrary to its own procedures.
Having considered the additional arguments made in your letter of 12 February 2025, I agree that this is a valid appeal point.
Paragraph 2.1.4 of the Manual explains clearly that "routing decision are not subject to appeal".  The same paragraph also states that "if the scoping process gathers additional information that suggests the topic should be evaluated by a different guidance programme, NICE may pause progression of the evaluation to request that the prioritisation board reconsider the routing decision".
In this case, I understand that the proposed scope issued in September 2024 recorded that NICE intended to evaluate the technology through the STA process.  During consultation on the proposed scope, the Company explained its view that the technology "arguably meets criteria for evaluation through the HST route".  In response, NICE said (in December 2024) that: "This topic has been selected as a single technology appraisal, as it was for the first evaluation of brexucabtagene autoleucel (TA677). The HST criteria have not substantially changed and hence it would not be appropriate to route via the HST process."
It appears to me from the above that:
1. Paragraph 2.1.4 of the Manual confers a discretion upon NICE to refer a topic to the prioritisation board to reconsider the routing decision, if the scoping process gathers additional information that suggests the topic should be evaluated by a different guidance programme.
2. NICE decided not to exercise that discretion.
3. NICE's stated basis for that decision was that the HST criteria had not substantially changed since a routing decision was taken at the outset of TA677, in about February 2020.
In considering this appeal point, I anticipate that the Appeal Panel will wish to consider:
1. Whether the exercise (or not) of NICE's discretion under paragraph 2.1.4 of the Manual is capable of being appealed, or whether it falls within the description of the non-appealable routing decision.
2. If the decision is appealable, whether NICE's exercise of its discretion was procedurally sound.  In this regard, I understand that the number of criteria for routing into the HST process was reduced from 7 to 4 during the period between the routing decision taken in 2020 and the further scoping exercise in 2024, and so the Appeal Panel may wish to hear from NICE as to the basis for its conclusion the HST criteria had not substantially changed over that period. 
Appeal point 1(a).3: NICE failed to adequately consider and mitigate the impact of adopting the severity modifier for ID6325 in light of the perversity of outcome and the impact for the older population.
Having considered the additional arguments made in your letter of 12 February 2025, I remain of the view that this appeal point should not proceed to an oral hearing.
I have considered the additional arguments made in your response to my Initial Scrutiny letter.  I understand your argument to be, in summary, that the Manual does not preclude the Committee from adopting a severity modifier between 1.2 and 1.7, and that procedural fairness obliged the Committee to consider doing so.
I am not persuaded that this appeal point is arguable.  Paragraph 6.2.18 of the Manual provides that:
6.2.18	The QALY weightings for severity are applied based on absolute and proportional shortfall, whichever implies the greater severity level. If either the proportional or absolute QALY shortfall calculated falls on the cut-off between severity levels, the higher severity level will apply.
Immediately below paragraph 6.2.18 is Table 6.1, as follows: 
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This clearly anticipates that a weighting of 1, x1.2 or x1.7 will be applied.  There is no indication that a weighting between x1.2 and x1.7 can be applied.
As set out in my Initial Scrutiny letter, I am aware that a public body should keep its mind open to the possibility of flexing a policy in exceptional circumstances.  It is not arguable that there were any such exceptional circumstances in this case requiring the Committee expressly to consider applying a different weighting from that set out in the Manual.  To the best of my knowledge the Committee was not asked by any stakeholder to consider alternative QALY weightings between 1.2 and 1.7.  The Company requested that the Committee exercise discretion to apply a weighting of 1.7, which the Committee considered and, as noted in my Initial Scrutiny letter, its conclusions are set out clearly in the FDG.  
Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers
Appeal point 1(b).1: NICE has exceeded its powers by conducting an appraisal using a procedure which discriminates against older people.
I have considered the points you have raised in turn.
Indirect discrimination
Having considered the additional arguments made in your letter of 12 February 2025, I agree that this is a valid appeal point. 
I understand your argument to be, in summary, that applying the absolute and proportional shortfall requirements set out in Table 6.1 of the Manual for a QALY weighting of x1.7, without modification, amounts in the circumstances of this evaluation to unlawful indirect age discrimination.  I understand the nub of your point to be this:
In circumstances where the majority of patients are over age 66, the life expectancy for a population with mantle cell lymphoma must be less than a year. The likelihood of such patients being well enough to undergo treatment is almost zero. In contrast, if a similar approach is applied to a disease affecting predominantly people aged around 46, there is a materially greater probability that patients eligible for treatment can meet the 95% QALY shortfall threshold and benefit from the 1.7 severity modifier. 
In other words, I think you are saying that a group of patients aged 66 is less likely to benefit from the application of a QALY weighting of x1.7 than a group of younger patients with an equally severe disease, and that this difference is not justified.
I am of the view that this will require scrutiny at an oral hearing to consider whether NICE has breached its duties under the Equality Act 2010.
Public Sector Equality Duty (PSED)
Having considered the additional arguments made in your letter of 12 February 2025, I remain of the view that this appeal point should not proceed to an oral hearing.
At the scoping stage NICE asked all stakeholders (amongst other things) whether the proposed remit and scope "could lead to recommendations that have a different impact on people protected by the equality legislation than on the wider population, e.g. by making it more difficult in practice for a specific group to access the technology."  The EIA completed following the scoping process records that the sole potential equality issue identified at that stage (by stakeholders or NICE) was that mantle cell lymphoma is more prevalent in men than women.  No other equalities issues were identified during scoping.  NICE recorded its specific consideration of potential equality impacts again following stakeholder consultation during guidance development.  That EIA records that it was identified during the consultation that people from ethnic minorities have fewer donor options and are less likely to have allogeneic stem-cell transplantation.  Again, the potential for age discrimination as a result of the application of the severity modifier was not identified.  
The PSED is a duty on NICE to have due regard to the needs set out in s149 of the Equality Act 2010.  The nature of a technology appraisal means NICE is led by the evidence it receives, and the potential equality issues it considers will inevitably be influenced by the equality impacts that are identified by stakeholders during the appraisal process.  The potential for age discrimination was not identified throughout this process by any stakeholder, which would suggest it was not obvious to those involved and it is reasonable in those circumstances that it was not identified as a potential impact requiring particular consideration by the Committee.   
Having reviewed the EIAs I am satisfied that the Committee has answered the relevant questions and can show due regard as required by the PSED.
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.3: NICE’s decision not to assess brexu-cel under the HST route was unreasonable as it was based on the incorrect conclusion that the routing criteria had not changed.
Having considered the additional arguments made in your letter of 12 February 2025, I remain of the view that this appeal point should not proceed to an oral hearing.
As set out at appeal point 1(a).2 above, I consider it arguable that the Committee has failed to follow the correct process for requesting consideration of the HST routing criteria which may be procedurally unfair.  However, I understand this appeal point is made on the basis that the conclusion reached on routing was unreasonable.  For the reasons set out at Initial Scrutiny, a routing decision is not appealable.
Conclusion
Therefore, the valid appeal points are:
· 1(a).1: The Committee accepted a CAR-T tariff figure of £60,462 plus ICU costs proposed by NHSE as the cost of treatment with brexu-cel for the purposes of this appraisal, even though this lacks transparency and the Committee has failed to subject the proposed figure to adequate investigation.

· 1(a).2: NICE’s decision to follow the Single Technology Appraisal (STA) route for this appraisal, rather than considering brexu-cel under the Highly Specialised Technology (HST) procedure was contrary to its own procedures.

· 1(a).4: NICE provided significant blueteq data to Gilead 3 days before and during the second Committee meeting, prejudicing Gilead’s ability to adequately consider this data and make related submissions

· 1(b).1: NICE has exceeded its powers by conducting an appraisal using a procedure which discriminates against older people.

· 2.1: The Committee’s conclusion that the assessment of the efficacy of brexu-cel should include outcomes from patients who did not receive the therapy was unreasonable based on the evidence presented.

· 2.2: The Committee’s conclusion that the assessment of the efficacy of brexu-cel should use a standardised mortality ratio (SMR) of 3 was unreasonable based on the evidence presented.

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

Yours sincerely

XXXXX

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