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21 January 2026
Dr Mark Chakravarty
Lead Non-executive Director NICE Appeals
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

By email: appeals@nice.org.uk XXXXXXXXXXXXXXXXXXXXXXXXXXX

Dear Dr Chakravarty, 
Final Draft Guidance (FDG) – Brexucabtagene autoleucel (brexu-cel) for treating relapsed or refractory (R/R) mantle cell lymphoma (MCL) after 2 or more systemic treatments (review of TA677) - ID6325
Executive Summary
Gilead Sciences Ltd (“Gilead”) is appealing the FDG for the single technology appraisal (STA) of brexu-cel for treating relapsed or refractory mantle cell lymphoma after 2 or more systemic treatments (ID6325), on the following grounds:
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly 
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).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 
 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 
Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers
1(b).1 NICE has exceeded its powers by conducting an appraisal using a procedure which discriminates against older people 
Ground 2: The recommendation is unreasonable in light of the evidence submitted to NICE
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
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
Introduction
We provide the below background information in relation to use of brexu-cel for the treatment of relapsed or refractory (R/R) mantle cell lymphoma (“MCL”) in order to assist the Appeal Panel. This summary does not replace the more detailed information provided by Gilead in its original submission in February 2025 for the purposes of this appraisal. 
MCL is a rare form of non-Hodgkin’s lymphoma (“NHL”) that develops from accumulation of abnormal (malignantly transformed) B-cells in the mantle zone of lymph nodes and often presents at a late stage. In the UK, approximately 590 people are diagnosed with MCL each year, representing approximately 5% of all people diagnosed with NHL. 
Unlike more common high-grade forms of NHL, MCL has generally been considered incurable. Most patients receive chemo-immunotherapy as an early line treatment, while at first relapse inhibitors of Bruton's Tyrosine Kinase (“BTKis”), which is essential for B-cell growth are the mainstay of treatment. The prognosis of patients failing on BTKis has traditionally been dismal due to the lack of effective further lines of therapy; MCL patients inevitably relapse, and each subsequent treatment line is associated with worsening prognosis.
Brexu-cel is a chimeric antigen receptor (CAR) T-cell therapy directed against CD19 – a B-cell-specific cell surface antigen that is expressed in most B-cell malignancies, including MCL Brexu-cel is manufactured from patients’ own T-cells, which are engineered ex vivo to express the CD19 antigen-specific CAR, enabling them to target and kill the CD19-expressing tumour cells when they are returned to the patient.
Brexu-cel was included in the Cancer drugs Fund (“CDF”) in January 2021 and has become the standard of care for relapsed or refractory MCL[endnoteRef:1].  It is a critical, life-extending therapy for patients with aggressive MCL who have exhausted other options. delivering meaningful clinical benefit and offering durable responses in a population with historically poor outcomes (39% of people alive at 5 years and median overall survival (OS) of 46.5 months[endnoteRef:2] vs estimated <10% of patients alive at 5 years and median OS between 5.8 and 12.5 months for standard comparator). Despite this compelling clinical evidence, NICE has assessed that brexu-cel would not even be considered cost-effective for routine commissioning at a discount level over 100%. [1:  Br J Haematol 2022 Oct;199 (1):40-44. doi 10.1111/bjh.18378.Epub 2022 July 7]  [2:  Wang, 2024, ASH poster 4388 (link: ASH-2024_Wang_ZUMA-2-5-year_Poster_FINAL.pdf] 

Procedural History
	Date
	Event

	14 December 2020
	Grant of EU marketing authorization (MA)

	1 January 2021
	EU MA was grandfathered/duplicated into a UK MA

	21 January 2021
	Brexu-cel for R/R MCL enters the CDF

	24 February 2021
	Publication of TA677 recommending brexu-cel for use within the CDF

	6 December 2024
	Invitation to participate in appraisal (review on exit from CDF)

	6 December 2024
	Final Scope for appraisal

	13 February 2025
	Gilead company submission to NICE for the purposes of appraisal

	24 April 2025
	External Assessment Group (EAG) Report prepared by Birmingham Centre for Evidence and Implementation Science

	1 July 2025
	First meeting of the Appraisal Committee (ACM1)

	23 July – 13 August 2025
	Consultation on Draft Guidance

	13 August 2025
	Gilead submits response to Draft Guidance

	27 August 2025
	NICE discloses Blueteq data provided by NHSE to Gilead

	2 September 2025
	Second meeting of the Appraisal Committee (ACM2)

	17 December 2025
	Final Draft Guidance is issued to stakeholders

	21 January 2026
	Date for submission of appeal


Details of each of these grounds is set out below.
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly 
In this STA, NICE has not followed its own published processes and methods and/or has acted unfairly, as further described below.
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. 
To determine the cost of treatment in the context of a cost-effectiveness appraisal, NICE must consider evidence on costs and resource use associated with a technology. “The perspective adopted on costs should be that of the NHS and PSS” (NICE health technology evaluations: the manual (NICE Manual) 4.2.7) and the “Estimates of resource use should include the comparative costs or saving of the technologies and changes in infrastructure, use and maintenance. If appropriate, staff training costs should be included” (NICE Manual, 4.4.2).
Gilead proposed that the figure of £41,101 should be used in the economic model to cover the costs of leukapheresis, treatment delivery, adverse events experienced in hospital, monitoring and training associated with use of brexu-cel, reflecting the figure accepted in previous NICE appraisals of CAR T-cell treatments (TA872, TA893, TA895 and TA975).  The Committee however rejected this figure, stating at paragraph 3.13 of the FDG:
“But the Cancer Drugs Fund lead explained that this value was outdated by several years and had only ever been intended to be an approximate figure that would serve until more thorough cost calculations could be done. These calculations had produced a figure of £58,964 for the 2024 to 2025 financial year, and this had been revised in line with inflationary pressures for 2025 to 2026, giving a tariff of £60,462”.
While the tariff figure proposed by NHSE (“the CAR-T Tariff”) is stated by NHSE to represent the funding provided by NHSE to CAR-T delivery centres for each patient who receives CAR-T treatment, to cover care and associated costs (excluding intensive care unit (ICU) costs and intravenous immunoglobulin (IVIg)), whether or not the proposed figure constitutes an appropriate “estimate of resource use” for the purposes of paragraph 4.4.2 of the NICE Manual will depend on the elements included and the associated calculations.  
In these circumstances, Gilead has repeatedly requested clarification of the figure suggested by NHS England, including the “calculations” referenced at paragraph 3.13 of the FDG, these have not been provided and it is therefore impossible for Gilead and other consultees, the EAG or the Committee itself to understand or confirm whether the elements included in the CAR-T Tariff are consistent with the NICE Manual and whether the calculations are reliable.  No explanation has been provided by NHSE for its failure to disclose the details of the CAR-T Tariff to stakeholders for the purposes of the current appraisal.  However, following a request by Gilead under the Freedom of Information Act 2000 (“FOIA”), NHSE claimed that such information was exempt from disclosure to the public (as distinct to disclosure potentially limited to consultees for the purposes of NICE appraisal), as it had been provided to NHSE under an obligation of confidentiality.  (The issue has since been the subject of an appeal to the Information Commissioner and an ongoing appeal to the First Tier Tribunal, as a consequence of which NHSE now relies on various additional exemptions from disclosure to the public, provided by FOIA.)  
Despite Gilead’s repeated requests to NICE and our efforts to obtain information through other routes (e.g. FOIA requests) important aspects of the CAR-T Tariff proposed by NHSE were unclear at the time of the second Committee meeting, and remain unclear, including:
· Full details of the costing exercise undertaken by the ‘CAR-T Tariff Review Working Group’ established by NHSE in 2023;
· The ‘Future approach to CAR-T Tariff design – Final Options Appraisal’ document;
· Details of the components included within the CAR-T Tariff and whether these are limited to marginal costs or inappropriately include any set up costs;
· The costs allocated to each of the components;
· For each component where an approximate/average/median cost is used, the range of costs that were used to inform this; and
· How the CAR-T Tariff takes account of experience in delivering CAR-T with the associated increased efficiencies.
After the second Committee meeting, Gilead received limited additional information (on 9 September 2025) relating to the 2023 costing exercise as set out in more detail below. In summary, this covered:
· Lack of disaggregation of pathway costs
· Variation of costing approaches
· Number of centres involved in the exercise
· Use of subjective discussions to reach a consensus figure
In these circumstances the reliance on the unexplained and opaque CAR-T Tariff for the purposes of NICE’s appraisal of brexu-cel to is procedurally unfair.
NICE’s obligations to ensure transparency
Transparency is a fundamental aspect of a fair procedure and rigorous decision making, requiring that parties are informed of the relevant process, receive disclosure of the evidence relied upon and that the reasons for decisions are clearly communicated.
NICE’s procedures require a high level of transparency. 
The NICE Manual states at paragraph 5.4.1 “It is essential that as much of the evidence as possible informing the committee's decision making is made available to stakeholders and is publicly available. This is to ensure that the evaluation process is as transparent as possible”.
And paragraph 5.4.21 provides “Information marked as confidential should be kept to an absolute minimum and reasons for confidentiality must be stated clearly. Marking must allow evidence and information that is likely to be fundamental to the committee's decision making to be sufficiently explained to stakeholders and users of NICE guidance”.
The requirements of transparency in the context of NICE’s appraisals were considered by the Court of Appeal in R (on the application of Eisai Ltd) v National Institute for Health & Clinical Excellence (NICE) & (1) Shire Pharmaceuticals Ltd (2) Association of the British Pharmaceutical Industry (Interveners) [2008] EWCA Civ 438.  The Court found that NICE’s procedures require disclosure to consultees of key evidence relied upon for the purposes of its decision making (in that case, an executable version of the economic model) so that this can be tested to confirm reliability. The position with respect to resource costs in this appraisal is comparable.
[bookmark: para123]In cases such as the current appraisal, where information is held by a third party, NICE 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). The Court in Servier formulated NICE’s duty as follows:
“Even after a confidentiality undertaking has been justifiably given, NICE remains under a positive duty, at appropriate stages in the process, to take all reasonable steps to obtain permission to disclose the information. In deciding what are reasonable steps it must keep firmly in mind the high importance of fairness and transparency, and the importance of the respective information to understanding the appraisal. Having regard to the decision of the Court of Appeal in Eisai v NICE, it must particularly strive to seek permission to disclose the economic model and /or the data contained therein”.
In the current appraisal, there is no transparency of a key element determining the cost effectiveness of brexu-cel, namely the costs of administration, stated by NHSE to be represented by the CAR-T Tariff (plus ICU costs) and accepted by the Committee without adequate or any investigation.  Importantly, while details of the CAR-T Tariff are held by NHSE and not, so far as Gilead is aware, by NICE, this does not relieve NICE of its obligation to achieve transparency.  However, it is unclear what efforts NICE has made, consistent with the decision of the Court in Servier to obtain disclosure of details of the CAR-T Tariff from NHSE. No explanation has been provided by NICE or NHSE of the reasons why such details have been withheld from proper scrutiny, or the efforts made by NICE to achieve disclosure.  Furthermore, Gilead believes that fairness requires that NICE should be cautious about accepting evidence from a third party which cannot be adequately interrogated or understood.
The Committee has not subjected the CAR-T Tariff proposed by NHSE to appropriate scrutiny
While the CAR-T Tariff plus ICU costs proposed for this appraisal amounts to an approximate doubling of the resource costs accepted by NHSE and by NICE for the purposes of prior appraisals of CAR-T therapies, the Committee has not investigated these costs to confirm that the calculations are reliable and the figures plausible.  It has, in particular, failed to take into account the following matters when considering the CAR-T Tariff: 
· The clinical treatment most similar to CAR-T treatment in terms of complexity and NHS activity is autologous stem cell transplant (ASCT) which has an NHS guide price of £35,119 (2025/2026 NHSPS HRG code SA26A). The discrepancy between the CAR-T Tariff and the ASCT HRG figures is counter-intuitive and suggests that the CAR-T Tariff is likely to overstate the actual resources required for CAR-T cell therapy delivery. 
· The CAR-T Tariff figure proposed by NHSE is far higher than the costs identified by Gilead in a targeted literature review. The review identified six published studies[endnoteRef:3] that provide absolute or comparative cost data for CAR-T cell therapies and/or allo- and/or autologous stem cell transplant (auto-SCT). Across all studies, the mean total hospitalization costs associated with inpatient CAR T-cell administration was £35,402 (converted value, including US studies where healthcare costs are far higher).  [3:  1. Huguet M, Raimond V, Kaltenbach E, Augusto V, Perrier L. How much does the hospital stay for infusion of anti-CD19 CAR-T cells cost to the French National Health Insurance? Bull Cancer. 2021;108(12):1170-80. 2. Fowler NH, Dickinson M, Ghosh M, Chen AI, Andreadis C, Tiwari R, et al. Assessment of Healthcare Resource Utilization and Hospitalization Costs in Patients With Relapsed or Refractory Follicular Lymphoma Undergoing CAR-T Cell Therapy With Tisagenlecleucel: Results From the ELARA Study. Transplant Cell Ther. 2022. 3. Hoda D, Richards R, Faber EA, Deol A, Hunter BD, Weber E, et al. Process, resource and success factors associated with chimeric antigen receptor T-cell therapy for multiple myeloma. Future oncology (London, England). 2022;18(19):2415-31. 4. Keating SJ, Gu T, Jun MP, McBride A. Health Care Resource Utilization and Total Costs of Care Among Patients with Diffuse Large B Cell Lymphoma Treated with Chimeric Antigen Receptor T Cell Therapy in the United States. Transplant Cell Ther. 2022;28(7):404 e1- e6. 5. Maziarz RT, Yang H, Liu Q, Wang T, Zhao J, Lim S, et al. Real-world healthcare resource utilization and costs associated with tisagenlecleucel and axicabtagene ciloleucel among patients with diffuse large B-cell lymphoma: an analysis of hospital data in the United States. Leuk Lymphoma. 2022;63(9):2052-62. 6. Ring A, Grob B, Aerts E, Ritter K, Volbracht J, Schär B, et al. Resource utilization for chimeric antigen receptor T cell therapy versus autologous hematopoietic cell transplantation in patients with B cell lymphoma. Annals of hematology. 2022;101(8):1755-67. 7. Cui C, Feng C, Rosenthal N, Wade SW, Curry L, Fu C, et al. Hospital Costs and Healthcare Resource Utilization (HRU) for Chimeric Antigen (CAR) T-Cell Therapy and Stem Cell Transplant (SCT) in Patients with Large B-Cell Lymphoma (LBCL) in the United States (US). Blood. 2022;140(Supplement 1):2161-2] 

· The EAG in this appraisal produced its own estimate of the cost of CAR-T administration (EAG Report addendum Table 8). This bottom-up costing included the costs of ICU stay. The EAG estimated cost is £60,845, and following exclusion of the cost of IVIg (not included in the previously agreed NHS CAR-T tariff), the EAG estimated cost is £46,822, close to the previously agreed tariff figure of £41,101, however the EAG’s figure and any consideration by the Committee is not mentioned in the FDG. 
· The substantial increase in the CAR-T Tariff relative to the costs taken into account for the purpose of earlier appraisals does not take account of the fact that the infrastructure for CAR-T cell therapy delivery within the NHS is now well-established. Additionally, healthcare professionals now have significant experience delivering this treatment, and the expected increase in patient numbers will only further enhance efficiency in NHS delivery.
· A 2023 study of 726 UK patients treated with CAR-T for relapsing and remitting large B-cell lymphoma also demonstrated that the costs of delivering CAR-T should be decreasing with scale and experience. This is due to a significant reduction in incidence of high grade cytokine release syndrome and need for ICU admissions over time[endnoteRef:4].  [4:  Boyle S et al. Improved outcomes of large B-cell lymphoma patients treated with CD19 CAR T in the UK over time. Br J Haematol 2024 Feb;204(2):507-513] 

· It is implausible for the costs of providing CAR-T treatment (including ICU costs) to increase almost two-fold from May 2024 (TA975) and no reasons to justify this have been provided in the FDG.  
Further information regarding the CAR-T Tariff which has become available after ACM2 further supports the requirement for scrutiny of the proposed figure 
As explained, in circumstances where Gilead was unable to access details of the CAR-T Tariff proposed by NHSE through NICE’s procedures, Gilead requested this information under FOIA.  While this procedure has not yet been completed, it has resulted in disclosure of some additional information, received by Gilead on 9 September 2025. This information, which was not available to the Committee casts further doubt on the validity and robustness of the CAR-T Tariff figure and supports Gilead’s position that full transparency should have been sought from NHSE by NICE, and the proposed figure subject to rigorous review.  The following deficiencies in the data used to calculate the CAR-T Tariff have become clear from this new information:
· Lack of disaggregation: NHSE confirmed that cost data was not broken down by clinical pathway stages due to limitations in Trusts’ data systems. This undermines the granularity and precision of the CAR-T Tariff, and makes it impossible to determine which elements are included and if these should properly be considered for the purposes of NICE’s cost-effectiveness assessment. In the original 2019 NHSE costing exercise, NHSE incorporated costs such as counselling and psychological support, hotel stays and hospital overheads. Without sufficient transparency, NICE cannot assess if the current CAR-T Tariff contains any similarly inappropriate costs. 
· Variation in costing approaches: NHSE acknowledged “notable variation” in how Trusts allocated costs (e.g., consultant vs. nurse time), and chose to focus on total costs rather than reconciling these differences. The final figure may therefore mask significant inconsistencies. Gilead previously raised concerns with NICE over the significant variation in costs between Trusts seen in NHSE’s 2019 costing exercise[endnoteRef:5], and NICE has not interrogated whether similar variations still exist and if NHSE’s methodology adequately accounted for these. [5:  Letter Gilead to NICE, 25th October 2022] 

· Small sample size: Only 7 out of 20 commissioned CAR-T centres provided data, raising questions about representativeness and robustness of the final tariff.
· Consensus vs. evidence: The CAR-T Tariff was seemingly agreed through consensus among centres, but the ICO notes that this process involved subjective discussions not captured in the data, weakening the evidential basis for the figure.
The Committee may not simply accept resource costs proposed by NHSE without investigation or scrutiny
At paragraph 3.13 of the FDG, the Committee agreed “that the updated tariff for 2025 to 2026 was the current cost of delivering CAR T-cell treatments in the NHS, so this tariff should be included in the economic model” and it “also concluded that ICU costs should be incorporated separately”  This was on the basis of an oral assertion by the Cancer Drugs Fund Lead that the value of £41,101 used in previous appraisals of CAR-T therapies “was outdated by several years and had only ever been intended to be an approximate figure”, and that “[more thorough cost calculations] had produced a figure of £58,964 for the 2024 to 2025 financial year, and this had been revised in line with inflationary pressures for 2025 to 2026, giving a tariff of £60,462”. 
It is procedurally unfair to accept a figure proposed by NHSE without investigation. Gilead does not suggest bad faith on the part of NHSE, however the CAR-T Tariff appears implausible as explained above, and it is possible (we believe likely) that the proposed CAR-T Tariff includes elements which fall outside paragraph 4.4.2 of the Manual or that the calculations are otherwise flawed.  This view is supported by experience during TA872, TA894 and TA895 in 2022, when costing figures of some £96,000 were originally proposed by NHSE.  At that time, NHSE was willing to disclose more details of its calculations and review of these indicated that the figures proposed were substantially incorrect, as a result of which the figure was reduced to £65,415 and then further to a figure of £41,101 which was accepted by NHSE and by NICE. 
The acceptance of a tariff figure proposed by NHSE, based on a simple assertion by NHSE, as commissioner of NHS services, that it is correct, is procedurally unacceptable.  It is equivalent to the Committee accepting an assertion from Gilead as to the benefits of brexu-cel in terms of outcomes from the ZUMA-2 trial, in circumstances where Gilead is the trial sponsor, without the Committee or the EAG seeing the trial data, confidence intervals around the outcomes or even details of the trial protocol – an approach that is entirely inconsistent with NICE’s methodology and standards.  Furthermore, NHSE is a consultee in the appraisal, as is Gilead and consultees should be subject to equal treatment and standards.
Overall conclusion
In circumstances where the costs of CAR-T treatment are central to any assessment, procedural fairness requires that the costs relied upon by the Committee for the purpose of decision-making are fully transparent and may be reviewed and tested to confirm their reliability.  The requirement for such transparency is increased where, as here, the proposed costs are substantially inflated relative to those considered in the context of other appraisals of CAR-T therapies and the overall figure proposed appears implausible.  In this appraisal, despite Gilead’s repeated requests to NICE for details of the CAR-T tariff proposed by NHSE and our efforts to obtain such information through other routes (e.g. Freedom of Information requests) important aspects of NHSE’s calculations remain unclear.
In the absence of transparency of such evidence, it is impossible to understand whether the CAR-T tariff costs proposed by NHSE are appropriate for any assessment of cost effectiveness in the context of the current appraisal by NICE and it is patently unfair to incorporate the costs proposed by NHSE based simply on an oral submission by the CDF Lead (paragraph 3.13 of the FDG) unsupported by explanation or evidence and without adequate or any investigation of those proposed costs.  It remains uncertain whether any efforts have been made by NICE to obtain relevant disclosure of information by NHSE as required following the decision in Servier.  
The reliance on the opaque and unexplained NHSE CAR-T tariff costs is therefore procedurally unfair. 
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.
Gilead’s request to follow HST route
During the Scoping and Decision Problem process, Gilead made NICE aware of its request that brexu-cel should be assessed under the Highly Specialised Technology (HST) route[endnoteRef:6]. The response from NICE in December 2024 to this request stated 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.”[endnoteRef:7] NICE also reiterated that the current review would use the methods and process in place at the time the invitation to participate in the guidance review was issued.   [6:  Form 1 - ID6325 Consultation Comments_Gilead comments]  [7:  ID6325 NICE response to stakeholder organisation comments on the draft remit and draft scope] 

At the time of scoping for the first evaluation of brexu-cel in February 2020, the “Interim Process and Methods of the Highly Specialised Technologies Programme” dated April 2017 was in effect and set out the criteria for acceptance into the HST route. 
A substantial redrafting of the HST criteria took place in January 2022, after conclusion of TA677. The revised criteria remained in effect at the time of the invitation to participate in the current guidance review was issued in December 2024.
A comparison of the criteria is set out below: 
	Aspect
	April 2017 Criteria
	January 2022 Criteria

	Patient Population Size
	Target patient group is so small that treatment will usually be concentrated in very few NHS centres
	Normally, no more than 300 people in England eligible for the technology in its licensed indication and no more than 500 across all indications

	Disease Rarity
	Not explicitly quantified; implied by “very few centres”
	Disease is very rare (prevalence in England lower than 1 in 50,000 people, ~1,100 people)

	Clinical Distinctness
	Target patient group is distinct for clinical reasons
	Incorporated into rarity and severity criteria

	Severity
	Condition is chronic and severely disabling
	Disease significantly shortens life or severely impairs quality of life

	Treatment Context
	Technology expected to be used exclusively in a highly specialised service
	No explicit mention of service exclusivity

	Cost
	Technology likely to have a very high acquisition cost
	Not explicitly stated

	Duration of Use
	Technology has potential for lifelong use
	Removed from criteria

	Commissioning Need
	Need for national commissioning is significant
	Removed from criteria

	Alternative Treatments
	Not mentioned
	There are no other satisfactory treatment options, or technology offers significant additional benefit


Therefore, contrary to NICE’s assertion, there had clearly been substantial changes to the HST routing criteria between the time of the first evaluation and reassessment.  In circumstances where NICE’s procedures required that the assessment on exit from the CDF would use the methods and process in place at the time the invitation to participate in the guidance review was issued, it was in any event incumbent on NICE to reassess brexu-cel’s eligibility for HST assessment in accordance with the January 2022 HST eligibility criteria and in light of current data and in the context of current disease prevalence and alternative treatment options.  Gilead provided NICE with full details of how brexu-cel meets the 2022 HST criteria in the original response to the draft scope for the current appraisal, and again set out the below details in a letter to NICE dated 27 May 2025 and requested that brexu-cel be assessed by the NICE technical team against the 2022 HST routing criteria. 
	The NICE Manual (2022) HST Criteria 
	Brexu-cel (ID6325) 

	The disease is very rare (prevalence in England lower than 1 in 50,000 people, or about 1,100 people) 
	MCL incidence: 0.9 per 100,000[endnoteRef:8]​   [8:  Smith, A., Roman, E., Appleton, S., Howell, D., Johnson, R., Burton, C., & Patmore, R. (2018). Impact of novel therapies for mantle cell lymphoma in the real world setting: a report from the UK’s Haematological Malignancy Research Network (HMRN). British Journal of Haematology, 181(2), 215–228] 

Around 540 patients per year are diagnosed with MCL in England. However, the number of relapsed or refractory after 2 or more systemic treatments including a BTKi is much lower, around 90 per year​ [endnoteRef:9]​.  [9:  Office for National Statistics, 2025. Accessed December 2025 Incidence_reference_table_final.ods] 


	Normally, no more than 300 people in England are eligible for the technology in its licensed indication and no more than 500 across all its indications 
	· MCL R/R eligibility:  
· Patients fit to receive 3L (as per NICE BIA estimates ID6325) = 105 patients  
· ALL R/R eligibility (as per ID1494 NICE BIA estimates):  
· Ph+ = 80 
· Ph- = 22 
· Total across indications: 207 patients eligible 


	The very rare disease for which the technology is indicated significantly shortens life or severely impairs quality of life 
	The outcomes of patients prior to the UK availability of CAR T have been reported by the Haematological Malignancy Research Network (HMRN​​)[endnoteRef:10]. This report showed substantially reduced survival with each additional line of treatment in UK patients diagnosed with MCL between September 2004 and August 2017. Median survival decreased from 0.8 years following second-line treatment (n = 140) to 0.6 years following with third-line treatment (n = 55), 0.4 years following fourth-line treatment (n = 28) and 0.1 years following fifth-line treatment (n = 8).  [10:  Smith A et al. Impact of novel therapies for mantle cell lymphoma in the real world setting: a report from the UK's Haematological Malignancy Research Network (HMRN). Br J Haematol. 2018 Mar 13;181(2):215–228. ] 


	There are no other satisfactory treatment options, or the technology is likely to offer significant additional benefit over existing treatment options 
	· Chemotherapy (with or without rituximab). 
Management options for patients who have failed a covalent BTK inhibitor and are unfit for, or have already received, CAR-T are poorly defined, and no standard of care is currently recognised. 
Outcomes on these treatments are dismal with median OS of patients who relapse after a BTKi varying between 5.8-12.5 months - survival at 5 years is expected to be less than 10% (possibly as low as 5%)[endnoteRef:11] [11:  Eyre T et al. Diagnosis and management of mantle cell lymphoma: A British Society for Haematology Guideline. Br J Haematol. 2024 Jan;204(1):108-126] 



Despite the fact that the data demonstrate that brexu-cel qualifies for HST evaluation under the 2022 procedures, NICE nevertheless responded to Gilead’s request on 5 June 2025, making reference to section 8.6.5 of the NICE Manual which states “A guidance update after a period of managed access will be done through NICE's processes for developing guidance (that is, a single technology appraisal, a multiple technology appraisal or a cost-comparison evaluation) unless otherwise specified by NICE in the data collection agreement.” 
However, this response disregarded section 8.6.4 of the NICE Manual which states that “NICE will apply the process and methods in place at the time of the invitation to participate to a guidance update after a period of managed access”. NICE also made it clear to Gilead in the context of applying the severity modifier in ID6325 rather than the end-of-life criteria which were used in TA677 that the methods in place at the time of CDF exit were to be applied. 
In summary, given the significant changes to the HST criteria from February 2020 to December 2024, it was incumbent on NICE to reconsider at scoping stage or subsequently whether brexu-cel should be appraised under the HST route on CDF exit, or alternatively for the Committee to utilise the HST ICER threshold within the current STA process.
There was, however, no mention of this issue in the slides for the 1st Committee Meeting or the Draft Guidance, and so Gilead can only conclude it was not considered or discussed by the Committee.  Gilead again raised this issue in the consultation on the Draft Guidance, and again it was not tabled for discussion by the Committee in ACM2 and was not mentioned in the FDG.
Impact
NICE’s refusal to assess whether brexu-cel met the HST criteria or whether the HST ICER threshold could be applied was manifestly unfair and has led to the lower £30k ICER threshold being used in this appraisal, with brexu-cel subsequently being judged not cost effective. It seems illogical that if this was the first HTA for brexu-cel, it would be considered under the HST route, but by virtue of the fact brexu-cel has been available through the CDF for 5 years, it is no longer able to benefit from the higher willingness to pay threshold.  Furthermore, it is patently unfair for NICE to select only certain aspects of current procedures (e.g. substitution of the severity modifier for the end of life criteria) for the purpose of the current appraisal and to reject others (e.g. the revised HST eligibility criteria) in circumstances where the various elements of NICE’s procedures are intended to operate together to create a fair appraisal. 
NICE’s conclusion that brexu-cel was not eligible for the HST route was also unreasonable as set out further in point 2.4 below.

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
Brexu-cel for adult patients for the treatment of R/R mantle cell lymphoma was initially appraised in 2020 /2021 under NICE’s previous methodology and recommended for use via the CDF (TA677). The Committee in TA677 considered that there was “plausible potential” for brexu-cel to meet criteria for routine commissioning (FAD para 3.15), which was an ICER of £50,000 / QALY or less, although more data was required to resolve uncertainties.  
NICE subsequently changed the criteria for routine commissioning for this technology to an ICER of £33,600 / QALY or less, and demonstrating cost-effectiveness of a technology predominantly occurring in the older population has become far more challenging since the replacement of the end-of-life modifier with the severity modifier. The substantial change in the willingness to pay (WTP) level has been the subject of concern for oncology appraisals but in particular those technologies treating adult blood cancers, which predominantly occur in the older population[endnoteRef:12]. Following TA677 Gilead entered into the managed access agreement in good faith, with the legitimate expectation of a fair exit appraisal that would not frustrate the conclusion of the original appraisal committee (above).  [12:  https://bloodcancer.org.uk/news/blood-cancer-facts/] 

Perversity of outcome
Based on NICE’s own assessment provided to Gilead in the Commercial Briefing document on 24 October 2025, under this new framework brexu-cel would not even be considered cost-effective for routine commissioning at discount level over 100%. Despite the Committee concluding that brexu-cel “is clinically effective, with a high overall response rate” and that “there is an unmet need in this population”; patient experts highlighting it is “a life-changing treatment”; and clinical experts noting “the possibility of a functional cure for some people”, Gilead would be required to provide the treatment at zero charge to the NHS for it to be considered cost effective under this chosen NICE base case.
In the above circumstances, it is incumbent on NICE to adopt an approach to this appraisal, despite the change in its own methodology, which is procedurally fair and avoids the perverse situation where highly effective therapies, which have become established as standard of care, are excluded in favour of older, less effective regimens, simply due to a change in NICE’s methodologies and the associated ICER thresholds.  
The FDG notes that “At the second meeting, the committee considered the particular circumstances in this evaluation, noting that the end-of-life criteria was applied in TA677. The committee considered if it could apply flexibility in terms of the severity modifier”. However, the Committee then concluded that as the proportional QALY shortfall (87.9%) was not close enough to the 95% required for a 1.7 severity modifier, no flexibility would be applied. This decision failed to take into account the perverse outcome outlined above.
Impact on aged population
The Committee’s decision not to apply flexibility in terms of the modifier also did not take account of the advanced median age of the population of interest, the poor efficacy seen with comparators, and the establishment of brexu-cel as standard of care (SoC) for patients with R/R MCL following the update to the BSH Guidelines in 2022. In this context, the Committee also did not consider the application of a severity modifier at a point between 1.2 and 1.7.
The blanket application of a severity modifier approach to therapies principally directed towards indications occurring in the aged population is potentially discriminatory and risks breach of the Equalities Act 2010. NICE’s severity modifier seeks to avoid age discrimination by introducing routes based on proportional QALY shortfall as well as absolute QALY shortfall.  However, the threshold for eligibility for the 1.7 weighting is set at 0.95 (at least) for proportional QALY shortfall, a figure that is, in practice, impossible for an older person to meet irrespective of the severity of their underlying condition and the benefits of treatment.  In these circumstances, it is incumbent on the Committee to apply the severity modifier flexibly in a way that avoids contravention of the 2010 Act.  However, there is no indication that, when considering flexibility in the context of this appraisal, the Committee has taken into account what proportional QALY shortfall is feasible in the context of the likely age of patients eligible for treatment with brexu-cel. 
It is Gilead’s view, for the reasons set out above, that the approach followed in this appraisal is inconsistent with a fair procedure.

1(a).4 NICE relied on significant blueteq data provided to Gilead 3 days before and during the second Committee meeting, prejudicing Gilead’s ability to adequately consider this data and make related submissions 
Before the second Committee meeting
NHSE provided NICE with additional blueteq data which set out the number of patients enrolled, apheresed and infused (for the full period from availability of brexu-cel in the NHS up to 4 August 2025). These data were critical to understand the proportion of patients who drop out between apheresis and infusion, a major driver of brexu-cel cost effectiveness. This was only disclosed to Gilead and the EAG on 27th August 2025, for the purpose only of identification of factual errors within the Committee Papers, in advance of the Committee’s meeting on 2nd September 2025. 
Therefore, NICE only allowed Gilead three working days to critique the data or send company analyses to the Committee before its meeting on 2nd September. This was insufficient for proper review and consideration. Gilead was unable in this short time period to validate the blueteq data against drop out rates obtained from the Company’s ordering system, which were lower and illustrated a different distribution of patients dropping out in the period between enrolment and apheresis compared to apheresis and infusion. The blueteq data provided also omitted key information, including the total number of patients approved in the time period (i.e. with a Form A), making it impossible to validate.
To fully interrogate the validity of this blueteq data, Gilead would have had to check it against information in the company ordering system (KiteKonnect®), by reviewing apheresis and delivery dates of brexu-cel for a cohort of patients over an agreed period of time, and ensuring that the drop out rate omitted patients awaiting delivery/infusion of final product, or that were on hold (e.g. patients who have undergone apheresis, but had not yet moved forward with infusion and are still expected to proceed unless they formally withdraw/become clinically ineligible). This would require follow up with centres to understand the reasons why a patient who had been apheresed was not infused. 
During the second Committee Meeting
As extensively discussed in this appraisal, the dropout rate observed within the initial 24 months of use in the NHS was higher than that recorded during the remainder of the period, due to a change in treatment guidelines and manufacturing improvements. Gilead carried out an analysis of the dropout rate from apheresis to infusion for the more recent time period (January 2024 – June 2025) using data from the company’s ordering system (KiteKonnnect®), this produced a value of 7%[endnoteRef:13] which closely matched the rate seen in ZUMA-2 (X%). This figure was provided to NICE in response to the Draft Guidance.  [13:  Gilead Draft Guidance Comments Form, 12 August 2025, s.3.9] 

During the Committee meeting NHSE verbally shared for the first time the number of patients who dropped out between enrolment and infusion in the period 1 August 2024 – 31 July 2025 (20%, as later confirmed in writing by NHSE by email). 
However, when asked by the Committee for the drop out rate between apheresis and infusion, NHSE were unable to provide this, as the blueteq data only captures numbers of enrolments and infusions. To fill this missing information, NICE concluded that the drop out rate between apheresis and infusion, calculated across the entire time period (two-thirds), would also be applied to the number of patients who discontinued between enrolment and infusion in the last 12 months, leading to a figure of 12% being used. This approach did not take into account the reduction in drop out rate which has been seen over time, and the Committee  failed to question or interrogate the variation in attrition rates between the blueteq data and the company’s KiteKonnect® data.
Procedural issues
The procedure followed was therefore inconsistent with paragraph 5.8.3 of the NICE Manual which states that “The committee papers are usually circulated to all attendees) except members of the public) 2 weeks before the first committee meeting”. Whilst the NICE Manual is silent with regards to any subsequent Committee meeting, companies have a legitimate expectation that the same time periods would apply.  No explanation for the late disclosure of the additional blueteq data was provided.
Additionally, as noted in the Eisai case set out in ground 1(a).1, NICE’s procedures require disclosure to consultees of key evidence relied upon for the purposes of its decision making so that this can be tested to confirm reliability. The requirement for consultation was recognised by NICE as demonstrated by the fact that the data were disclosed to Gilead, however the period for review and assessment of the initial blueteq and the subsequent ad hoc verbal analysis was then wholly inadequate, and Gilead was unable to validate the data. 
Impact
The Committee’s approach resulted in an increased overall dropout rate between apheresis and infusion being used by NICE in its decision-making process (12%), thereby leading to an overestimation of the proportion of patients who reach apheresis and a materially higher final ICER. NICE elected to adopt this assumption rather than rely on more accurate data that Gilead could have provided for this time period through its internal KiteKonnect® ordering system, had the company been given sufficient time to carry out a detailed review of data for that same time period. In circumstances where the proportion of patients who drop out between apheresis and infusion is central to brexu-cel’s cost effectiveness, adequate consultation should have taken place in relation to the new data, and it was wholly inappropriate for NICE to make a material conclusion based on this data without offering this opportunity. 
The importance of these data is confirmed by the fact that they were discussed at length in the Committee meeting (although, in view of inadequate time for review, Gilead was unable to contribute as it would have wished) and were used as the Committee’s basis for formulating their preferred assumptions relating to the attrition rate between leukapheresis and infusion. In these circumstances the lack of appropriate consultation is procedurally unfair.  

Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers
1(b).1 NICE has exceeded its powers by conducting an appraisal using a procedure which discriminates against older people 
The NICE Manual states at 3.1.4 that “In addition to evidence on the technology's effects and costs, health technology evaluation should consider a range of other relevant issues. For example:
…
· NICE's legal obligations on equality and human rights
· the requirement to treat people fairly
· issues relating to health inequalities. “ 
However, the requirements of the Equality Act 2010 extend beyond the provisions set out in NICE’s Manual, which simply states that equality duties must “be considered”.  The 2010 Act requires fair and equal treatment for individuals with protected characteristics, including age, not merely consideration of such matters. NICE must avoid unjustifiable age discrimination and comply with the public sector equality duty (PSED) (section 149), which requires consideration of the impacts on older people when making decisions. NICE guidance that disproportionately disadvantages older patients without robust justification breaches these obligations.
The recommendation restricts access to brexu-cel for R/R MCL, which predominantly affects older populations. This creates a requirement to ensure that the guidance does not result in:
· Indirect age discrimination under section 19 Equality Act.
· A failure to advance equality of opportunity, contrary to PSED.
As set out above in 1(a).3, it is clear that it is increasingly challenging using NICE’s new methods to demonstrate cost-effectiveness of a new technology that is predominantly occurring in the older population. The reason for this is that, previously the value of the end of life modifier was not based on accrual of benefit over remaining life years but on the extension to life resulting from the introduction of the new therapy.  The change in NICE’s methodology in 2022 removed the end of life criteria from assessment of new technologies, replacing it with the severity modifier which reduced the effective QALY weighting for conditions such as MCL (average patient age 63.2 years) from around 1.7 to 1.2 and reduced the effective ICER threshold for end of life treatments from £50,000 to around £30,000.  The change is particularly problematic in the case of treatments principally directed towards diseases affecting an older population because they cannot meet the threshold for a higher severity weighting based on absolute QALY shortfall and the threshold for a proportional QALY shortfall is set so high that it is in practice impossible for an older person to qualify.    
Under NICE’s severity modifier, a 70 year old person cannot qualify for the higher severity weighting based on absolute QALY shortfall, which requires an expected loss of at least 18 QALYs. This is mathematically impossible because the average remaining life expectancy for a 70 year old person in the UK is approximately 15 years, meaning that even a complete loss of remaining life would not meet the threshold. This figure is even harder to achieve when discounting of remaining life years is considered.
To qualify for the higher severity weighting under the proportional QALY shortfall method, the same individual would need to lose at least 95% of his remaining QALYs as a result of the disease. Even under the unrealistic assumption that all 15 remaining years would be lived in full health (i.e., 15 remaining QALYs), this would require a QALY loss of at least 14.25, which is implausible in most clinical contexts. In reality, because older individuals typically have fewer remaining QALYs and often at less than perfect health, it becomes practically impossible for any intervention targeting patients over approximately 45 years of age to qualify for the higher severity weighting using the proportional method.
This discriminatory effect arises from the high severity thresholds established by NICE. By contrast, other jurisdictions that employ severity-based modifiers—such as the Netherlands—use significantly lower thresholds, making their systems less restrictive for older populations.
This substantial change in the willingness to pay level of the QALY weighting has been the subject of concern for oncology appraisals but in particular those technologies treating blood cancers, which predominantly occur in the older population, and are, for the reasons set out above, discriminatory. 
The Equality Impact Assessment carried out by NICE at scoping stage stated “Mantle cell lymphoma is more prevalent in men than women. No other equalities issues were identified during scoping”. The FDG also fails to mention any age related equality issues in section 3.20 or any concern regarding the application of the severity modifier in the context of an older eligible patient population.
By failing to properly consider and mitigate age-related disadvantage in this appraisal caused by the change from the end of life modifier to the severity modifier, NICE acted outside its statutory remit and breached its Equality Act duties. The recommendation should be set aside and reconsidered with full compliance with equality obligations.

Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
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
In contrast to TA677 and all other lymphoma appraisals that resulted in reimbursement of CAR-T therapies, the Committee assessed the efficacy of brexu-cel by considering outcomes from patients who had not received the therapy. Based on the evidence presented to the Committee, it was unreasonable for the Committee to reach this conclusion.
For context, the treatment pathway for CAR-T therapy includes apheresis, a process where a patient’s blood cells are collected to manufacture the CAR-T product. However, a small number of patients approved for CAR-T will not proceed to apheresis and an even smaller number of patients will not receive an infusion once apheresis has taken place, often due to disease progression or clinical deterioration.
In TA677, following agreement with the Committee, the Company modelled a modified intention-to-treat (mITT) population, where outcomes are measured from the point of infusion i.e., only for patients that receive the therapy.  The company followed a similar approach in ID6325 and to account for the small proportion of patients who undergo apheresis but do not proceed to infusion, the costs of apheresis are included for all patients who reach that stage xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx.
This approach is consistent with numerous other prior CAR-T technology appraisals, where committees have consistently concluded that the mITT population provides the most appropriate basis for analysis. This includes appraisals:
· TA559; Axicabtagene ciloleucel for treating diffuse large B-cell lymphoma and primary mediastinal large B-cell lymphoma after 2 or more systemic therapies 
· TA677; Brexucabtagene autoleucel for treating relapsed or refractory mantle cell lymphoma
· TA872; Axicabtagene ciloleucel for treating diffuse large B-cell lymphoma and primary mediastinal large B-cell lymphoma after 2 or more systemic therapies
· TA893; Brexucabtagene autoleucel for treating relapsed or refractory B-cell acute lymphoblastic leukaemia in people 26 years and over
· TA895; Axicabtagene ciloleucel for treating relapsed or refractory diffuse large B-cell lymphoma after first-line chemoimmunotherapy
· TA975; Tisagenlecleucel for treating relapsed or refractory B-cell acute lymphoblastic leukaemia in people 25 years and under
· TA1048; Lisocabtagene maraleucel for treating relapsed or refractory large B-cell lymphoma after first-line chemoimmunotherapy when a stem cell transplant is suitable
However, in addition to incorporating the costs of apheresis for all patients who reach that stage, in this appraisal the Committee chose to include in the efficacy assessment outcomes from patients who were apheresed but not infused with brexu-cel. This approach is counterintuitive and unreasonable; it is not credible to measure outcomes for brexu-cel using data for patients who did not receive such treatment. 
This unreasonable approach significantly impacted the ability to demonstrate cost-effectiveness, as patients unable to receive brexu-cel typically experience rapid disease progression and mortality within weeks.  
In contrast, the comparator arm (McCullough et al) is a retrospective analysis of patients who were able to initiate  R-BAC treatment (mITT population). This does not capture the broader real-world population (ITT population), where a significant proportion of patients may not be eligible  to start treatment. 
During the second Committee Meeting, clinical expert opinion supported that 20–30% of patients considered for R-BAC would likely not proceed to treatment due to frailty or rapid disease progression. The FDG (section 3.9) notes that during the committee meeting, the clinical experts stated that “the same disease characteristics that cause rapid progression might also prevent someone being eligible for R-BAC”. The representative from NHS England further confirmed that, in clinical practice, not all patients initially selected to receive R-BAC ultimately receive the treatment, as rapid disease progression can preclude administration. McCulloch did not consider this population who are initially selected for R-BAC but do not receive treatment (i.e. the ITT patient population), only “36 patients treated with R-BAC... were included in this analysis”[endnoteRef:14] (emphasis added). [14:  McCulloch, R., Visco, C., Eyre, T.A., et al. (2020), Efficacy of R-BAC in relapsed, refractory mantle cell lymphoma post BTK inhibitor therapy. Br J Haematol, 189: 684-688. https://doi.org/10.1111/bjh.16416 ] 

Therefore, using the intention-to-treat (ITT) population from ZUMA-2, which includes patients who never received CAR-T infusion, does not represent a like-for-like comparison with the McCulloch R-BAC cohort, which only includes patients who were treated. Use of the ITT population introduces bias in the comparative analysis and is unreasonable. 
Of note, the FDG states at 3.9 that “The committee asked the clinical experts about the relative fitness of people having leukapheresis and those in the McCulloch et al. (2020) study” and that “The clinical experts explained that the population in that study was broadly the same as the population considered suitable for brexucabtagene autoleucel. They suggested that if someone is considered fit enough for leukapheresis, this would be a fair point at which to begin a comparison with the population represented in McCulloch et al. (2020). At this point, the time from decision to treat is similar between the 2 treatments. The committee agreed with the clinical experts that the point of leukapheresis was the appropriate point at which to start the comparison with R-BAC”. However, in the committee meeting this was not unanimous and one of the experts questioned this hypothesis due to the uncertainty of the number of patients who would have been considered for R-BAC. Indeed, given the experts also stated that 20-30% of patients selected for R-BAC would likely not proceed to treatment, this comparison unfairly favours R-BAC as the comparator arm.
The committee’s conclusion that the assessment of the efficacy of brexu-cel should include the clinical outcomes from patients who did not receive the therapy was unreasonable in itself because it took into account patients who had not received treatment, was inconsistent with the approach in the comparator arm, was based on a misinterpretation of the clinical expert opinion and contradicts the conclusion reached in TA677 and multiple other CAR-T appraisals without sufficient justification.

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 
The SMR is used to compare the mortality (death rate) of a specified population to that expected in the general population. If too high a number is applied, it results in a high amount of negative bias incorporated into the analyses. 
The clinical experts in the committee meeting explained that there was unlikely to be a difference in the risk of death following treatment with CAR-T for long-term survivors, irrespective of whether the disease was MCL or Diffuse Large B-cell Lymphoma (DLBCL). This is because both are adult B‑cell lymphomas routinely exposed to rituximab‑anthracycline–based chemoimmunotherapy, with overlapping cardio‑metabolic late‑effect risks.  For reference, the SMR used in the NICE appraisals TA895 and TA872 for DLBCL was 1.09. This critical point raised by the clinical experts at the second Committee meeting is not reflected in the FDG and the opinion of the experts appears to have been disregarded.
Instead, the Committee adopted an SMR of 3, taking the value previously accepted in appraisal TA893 for brexu-cel in patients with relapsed refractory acute lymphoblastic leukaemia (ALL). Unlike DLBCL and MCL – which are both B-cell lymphomas with comparable treatment pathways, ALL is an acute leukaemia with a very different treatment pathway involving intensive multi-year chemotherapy, high rates of allogeneic transplants and distinct late toxicities (e.g. chronic graft versus host disease).  The increased risk of death in this different disease is due to these invasive and intense prior treatments and their associated toxicities used to treat the disease. This is not the case for MCL, where patients have typically have fewer and less intensive prior therapies compared to ALL patients. It was therefore unreasonable for the Committee to adopt and SMR of 3 on this basis
In the FDG, the Committee explains that “in TA677 the calculated SMRs from previous ZUMA-2 data were estimated to be in the range of 2.36 to 4.3” to provide additional context for the Committee’s choice of an SMR of 3. This is incorrect. The SMRs in TA677 were taken from a study by Eskelund et al. (2016) of people treated for MCL but who had not had CAR-T treatment.  The outcomes reported by Eskelund et al. were derived from a cohort of patients who underwent autologous stem cell transplant (ASCT). During TA677, the clinical expert noted that ASCT is not considered a curative intervention in mantle cell lymphoma (MCL), and patients are generally anticipated to experience disease relapse — an assumption that may not apply in the same manner to CART treatment. Furthermore, the patients included in the Eskelund et al. study had not received ibrutinib, a therapy known to extend survival which was not available at that time, but which is now routinely used in the second line setting, further extending survival. This further limits the applicability of these data to the current treatment landscape.
In summary, it was unreasonable for the Committee to adopt an SMR of 3 based on an appraisal of a different disease (ALL) with a different treatment pathway, to further justify this decision by referring to a clinical paper written ten years ago when the treatment landscape was markedly different, and to ignore expert clinical opinion that there was unlikely to be a difference in the risk of death following treatment with CAR-T for long-term survivors, irrespective of whether the disease was MCL or DLBCL.

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
In the alternative, if the Appeal Panel does not consider NICE’s decision to follow the STA route for this appraisal was unfair (as set out in ground 1(a).2)), it was also unreasonable for NICE to conclude that the HST routing criteria had not substantially changed between TA677 and ID6325.  In December 2024 NICE stated 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”.
The decision not to even assess brexu-cel against the updated criteria was unreasonable as it was based on the flawed conclusion that the HST criteria had not changed substantially in the intervening period. This was clearly incorrect, as set out in ground 1(a).2.

Conclusion
NICE’s decision not to recommend brexu-cel for routine commissioning will deny patients access to an established and effective treatment which has become the standard of care, and is further evidence that the current system for assessing and approving new medicines in England and Wales is becoming increasingly challenging and unsustainable in supporting patient access to innovative treatments. NICE’s decision means that patients in England and Wales will be the first to lose access to brexu-cel, creating inequity within the UK and compared to other European countries.
This negative outcome is driven by changes implemented by NICE - including its revised methodology and significantly increased CAR T tariff - rather than any change in the clinical evidence or patient need for brexu-cel. 
Gilead requests that this appeal should be determined at an oral hearing.
As a result of this appeal, the Appeal Panel is respectfully requested to return this appraisal for further consideration by the Committee with directions to address the issues set out in this appeal letter and specifically to:
· On the CAR-T Tariff:
· Request full details of the CAR-T Tariff from NHSE, including, if necessary, considering with them ways in which this information may be made available to stakeholders in order to investigate the reliability of the data consistent with the decision of the Court in Servier
· That the CAR-T Tariff figure proposed by NHSE should not be accepted without consultation on the supporting evidence methodology and calculations
· To the extent that NHSE declines to disclose full details of the CAR-T Tariff, the Committee should investigate and consider alternative sources of information, including the £41,101 figure used in prior appraisals of CAR-T therapies. 
· Assess whether brexu-cel meets the January 2022 criteria for assessment under the HST route, taking account of the significant changes to the HST criteria since 2020 and apply the corresponding £120k ICER threshold.
· Apply the severity modifier flexibly, including considering the application of a severity modifier between 1.2 and 1.7, in order to:
· take account of the potential impact of NICE’s recommendation on older people, and so not discriminate against the aged population or otherwise contravene the Equalities Act 2010; and
· Avoid the perverse outcome that a highly clinically effective product, which has become standard of care in this patient population is viewed as not cost effective even if supplied at zero cost.
· Consult stakeholders on the proportion of patients who drop out between apheresis and infusion, and the appropriate data to evidence this.
· Re-assess the appropriate standardised mortality rate.
· Revise the appraisal to exclude outcomes from patients who did not receive therapy. 
We thank you in advance for considering Gilead’s submissions in this appeal. We are available to answer any questions you may have or provide further clarifications. 
Yours sincerely,
XXXXXX
Gordon Lundie, Executive Director, Market Access, Gilead Sciences Ltd
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